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. io ©*;i<^ £©*a»tt««ttv. aiMics&r sm. 

■ »^i/ir^^»eR*acT4#©«tt*iittL : w^.--i:n6©i/'fe^- 

g6R©3'&£-<ft#fiUTV>*guanine nucleotide-binding protein 
15 R*fiffiU-fe^-SSR**Vi»47|3BtRaaHr^-SeR (7 TMR> 

u ^n&«ia^«a§©«iB*a»»*r-B^ *^e>, ftgeattR 
^itf^aettWR^wsittti/T^awKasfesaisffloTvi-s. ut?? 

«fc o 8Bj&©i«?£^«]f&i t v> o tern* <DKfai>m&-2nz>o 

«r * * ^ \t£.mmmn \z £ *>»© %> t t£3»&«ib© w»#ff fcfrnx 
i/-fe^-geR*auT-t©4a*ffi©w®sffoT^*. 
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© 1/* 7* -S & St fc£ ViT feU-^ -f 7jWWE*"* * £ "5 o ftfr? 
TV>fc^t>©a*£V>o 

NA©»ffrEWExpressed Sequence Tag (EST) tLTr-^^CSg 

sn, ^n*nrv>*. t^u ^<©EST«gB^jfi&<wT&?K 

15 =86*, G«aR*ttSHr^-t»Stt*R CrfctoS. >J#>K) £© 
fe^fclfiSTSfeSf^ ^LT4»%i CrfcfcS, V*f>F) ttoWt 

20 ®m<Dmmt%fcQ5ZGw&n%®muii79-m&n*mm\z%tov, *•© 
25 , s^Tt)^, *»©GaeR*sffli/-fe^-, *fc»jfirr*u^f>H*« 

GMeS*^MHr7 , ^-©^fe^OTM§g^M$nTV^„ 
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mmm (tut>t>, u#>k) <om, mu-t7*-\z#tz>7J- 
*±\z®m?zm&<Dm/mm*m%tVTmm?zz:ti)mft-?zz>* 

K £©*£fcWU mU^Zf^-\zMt^7>^^~7,b^7^~Xb<D^rc 

k u-t -mfc? \ztt-?z> 7 y^-t >x&m<D^A\z&%. mfc^mmzfcm 
tzzt zv®£\z\mut7*-o>i&&mmmfc : ?±<DX$: j p& 
15 g0GM*m^%rcmzm^Ktii's(i®-c&r>. mut7$-®ikfc?te. & 
u*7*-mm*&zm*?zm&<Dm/mm^mm\zfo%?z ct% 

±m<D&?\z&mt£mGm&M&&Mut7?-w&mmm 

^Ffc^-Ff StfU^M^F (DNA, RNA££tf-en$<Z)^l&) 

-ae*i©»£tt&ssftS'&*<iss» (7>^zf-xb, 73-zb) &it\t 
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f>) *J;j;U^>F : <!:^GgeM*^Ml/-fe^-^eKt©iig 

®MM::/*-aBft£n- c DNA&JJMiU ^©^igSgS^M^ 
5££K:filc2>bfc. ^UT, Cl©«ISBB^75yS?g3^JfcffllRLfctC5 v % 

i -BTiiKiifMWWttypy h±-e«$n, ens© c dnak^-h 
snsaajta* 7 ®«jtai!©Gse**affln:^-seRT**c tsi 

(1) E8*#: lT^$tl-575/^BB^Jil^- i bt<«^«lfc^-©7 

^©&, 

(2) E$l#*: lT«Sn*75/»EW**rT«±E (1) fB«©GM6 
R#«SMr:/*-SeJt*fctt*©tt, 

(3) ±E (1) m<0Gm&K#&mi''t79-m&n<!>toto«'7?F*1t 

(4) ±e (i) E«©Gges#fcsm:?*-se»*3-F-r*#y* 

* i/*^ K S£ WT * * U 5? i? V*? H , 

(5) DNA"CfcS±IB (4) E«©#U^^U^H, 

(6) E»^: 2T«Sn5«SE5!l*Wrs±E (4) E«©#'J2*l' 

(7) ±E (4) E*©#U5i^^5 1 F*'&lrrsjftlft^^^-, 

(8) ±e (7) m®<DMM^2*-Tmmmkz-£ii&%fc&&> 

o) ±e (8) 'Bmomnmftz%&u ±e u> E«©Gg&s*ig 



WO 02/02767 PCT/JP01 /0571 1 



do) ±ib (i) Rm®Gm&m#®Lmu-t7*-m&nhv<\z±m u 

5 (i i) ±12 (i) woGateii*afflH:^-aEeji©s/^*fiai* 
5FiSHtfl5*r«+»t(i#-e**±B (i o) Em©ta#> 

(1 2) ±E (1 0) E*©«»*»l/Tfc*IHfr*» 

(13) ±E (1) E*©G£eR#ftSM::/*-gBR%>L<tt±E (3 
) Em©^^y5 L h*^feS^<7)m^fflV^c:t»C«i:D#e>n-5^±i2 (1) IB 

(14) ±13 (13) E*®G«aR#ftffll/*:/*-©U;tf>F***LT 

(is) ±sb (i) E«©Gse«*fisi^-fe^-sefi i bL<fa±e (3 
) ia*oa5^^H*&tt-eo«L*ffiVisi:t*»iRi:-r*±i2 (i) e«© 
15 GgaH*ssi"fe^-»an**:tt*©*fc*rr* u#> K©»£m 

(16) ±13 (1) E«©G£aR#SSM::/*-g&R%>L<«±E (3 
) |3m©^^^5 1 K^fctt^0^^V^^i:€:^mt-r5U^>Ha:±IB ( 

i) e«©GS6R*«a!V't^-sea*fctt-eo*tois^tt*aefl:s-& 

20 (1 7) ±13 (1) EttoGMR#MlHs:^-SaR , bL<tt±E (3 

) e*©*^:^ h a^t**©****^* z: t*»*tr 4 u # > f t±E 
(i) EioGaeii^ii^-fey^-aeRtfcra-totttoii^tttjBfta 

#M^£fc«^©£©x?U-:i>;?/f!*y k 

(1 8) ±13 (1 6) E»©^^U-=>^Ftfe*fctt±E (17) I3^©X 
25 *U-=>^Jfl*y h*JBV»T*Sn:3*U#>H£±B (1) i2t©Gg£R 

(19) ±13 (16) Ett©**U-=>^2Fft*fctt±IB (17) !3®©X 
*U-:2>ifffi*y h£ffl^T#6n?5U#>F£±f3 (1) IB$c©GgBR 
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(2 0) ±12 (4) tB&0tfVZ9l/tt\*tMZbV>z?3L>hiZ&WT 

5 ( 2 1 ) ±E ( 4) I2«©# U S £ Vtt Y £ffitt»&8a®W*fctt*©- 

(2 2) ±12 (4) B«0#U5?^l/^l«*fctt-t©-a*fflVi5Ci:** 
«£f*±E (1) B«©GSeH*SSHr^-Se«©mRNA©J&«* 

10 . (2 3) ±12 (1.0) m®VVitii$:M\,>2>Z£mWtt?%±ft (1) Eft© 

(2 4) ±E (2 2) £fc«±i2 (2 3) EH©£S:&fc£/B C t 

m 

15 (2 5) ±E (2 2) E«0«ft»ft*fflVi4J:t*4*«fr*±E (1> E 

©x^u~->^m 
(2 6) ±e (23) mm<Dfem%mzm^z>ztzmmt?zMMm\z&v 

£±S (1) E«©G»eK*«S!V'"t^-aeil*S«ft;S-B:*fl:'&»*fc 

20 tt^©l|©^^U-~>^fe> 

(2?) ±12 (2 5) Efc©*^>J-->^£&£fflV>T#e,n55±12 (1 
) E«©GSeft*fiSk-fe^-SSH©f6^S«fllS**TT5^«*&«-t 
©it, 

(2 8) ±12 (2 6) &®(07>2V-->>fl5fe*m^T%%no%®Umz 

25 *»*±b (i) E«©Gse«*«ffln:^-aeH**iE^$-&*ft^« 

(2 9) ±E (2 5) E«©^^U-=>«8*fflV»T^6n55±E (1 

) E«©GseR#aiini^-ae«©56?B**«ft:*"fr*ft^«f*fctt-t 
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(3 0) ±E (2 6) IB«©X^U-->^j**ffl^T#6n , 5S«Bllia«fc 
*5tt*±E (1) B*©GSfiJt#8i!M:7*-SBR*Sgfc3tt*fc£* 
£fctt^©&£-&WUT&5g|£, 

(3 1) mm&it\*0k&&&mo>^Vi • ?&«a^»5±E u 9) » (29) 

5 (3 0) S$c©E2& 

(3 2) ««Jb*K:#bT, ±E (1 6) Em©*£U-->^£fci:fc«± 
IB (1 7) E«OX^U-=>^ffl+y h&fflV>T#Sn'5*U^>Ht±B ( 
1) E*©GgeK*fiSU-fe^-See*fctt^O«i:©fe^tt*agflsS1i: 

10 lofi-Mm 

(3 3) *?Ltt*K:#bT, ±E (2 5) E«©X^U-=>y*tt*fflV»T 
fc&*V5*±E (1) E«fl!>G«aK*ftl!l/-fc^-»S*©3fia»*«ftS 

15 (3 4) «?LIM&K:S*lxT, ±E (2 6) E»©^^U-=>^^»a*«ViT 
»6n-5*IBJB*lfc*«±E (1) E*®G«K#ft8!H:7*-SEeM 

ra«££j§©™ • 

(3 5) BG^*fc««tt^li©W • i&*5«*RiS"r*fc«&©±E (16) 
20 E«©*£U-=>^J**fctt±E (17) ES©X^U-->^#y h£ 
ffiV>T#Sn3*U*f>Kfc±E (D-E«OG«aK*«ail/'b^-M* 

(3 6) HI«&Hltttt«lC!)f Hi • tt«fl«Hir»^»(D±C (2 5) 
E«©^^U-^>^ffi*ffl^T#6n-5*±E (1) fB®©G^aS«M 

(37) E«t*fc»iifegtt«jft©TO • mmfem&ttttbohw, (26) 
E«©^^u-=>i^Fft*«v>Ti»6n5a«ijaiifc*W'*±E (1) tern© 
GHaK*Mi/t^-aeM*«fta**fls^iii*fctt*©*©iiyB»fc 
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(3 8) m&wfi* ®mmm: l-v&ztizjssnmm, mmmn-. it? 

o»*i/<tti~9flg«, a6fcff*L<H«fl (i~5«) ) o)7 ^ymw 
5 x$iistz75.;mmFL ®m&m^ : i -e^$ti57$ / se^utc i £fc«2« 

U± (Hf^V<\t, l~3 0»gg, ctO^SL<«l~l 0©gg, 

(i~5<@) ) <D7s.;mwtin\stt7$;mmm> ®sm&%: 
i~?mtiz>75.;Mmm$<Di£tz\t2®]zk± (#*i,<Rk i~3 0fi8* 

, J;Dff*L<«l~10fiS*, S6fcff*b<»4»ffl (l~5ffl) ) <D7S. 

75/KS?l*'&^r"r*SeHT?**±E (l) E«<Z>G8aR*fiSl'-fe7'* 

(3 9) ±E (1) E^©GMeS&*£SlHi7*-M&MfcL<«^0J££ 
fctt±E (3) E«©«»^^H feb <tt*©*t, tt»ft^«t&S!MS-ti' 

15 sctftwutr^E (is) E«®u#>F©fc£m 

(4 0) U#>F#, 7X¥*rXVX #X^>X #±tV< h* 

, 3l/i/Xh+-X irPh->> *5h-X ^a-niT^F 

Y, *t!*-rh\ ^'JX W?Vv s s>s ^->h'>X PACAP («, P 
AC AP 2 7, PACAP 3 8) , -Ir^l/^X if)Vf3Zl>, 7 
20 FWj*~XaUX V7hX^>, GHRH, CRF, ACTH, GRP, P 
TH, VIP (nV7^f^^ -f>fXf-{tJV tfD'vT^F) , VThT. 
*^X tf'JX 75 'J X y^^+nx CGRP Ofr^h 

yn;^7>-/>, hn>#*U-X 75VS/X THUtUX £^E;*H> ' 
25 *-/t-773U- (#K IL-8. GROa, GRO/3, GROr, NAP — 
2, ENA-78, GCP-2, PF4, IP-10, Mig, PBSF/SD 
?-ltzE<DCXC>r*:ft^>V77 7^)~- ;MCAF/MCP-1, MCP 
-2, MCP-3, MCP-4, eotaxin, R ANTE S, MlP-la 
, MIP-10, HCC-1, MIP-3a/LARC, MIP-30/ELC 
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, 1 -3 0 9, TARC, MIPF-1, MI PF-2/eo t ax i n-2, 
MDC, DC-CK1/PARC, S LC&2©CC 3r*2K >^7 7$'J~ 
; 1 ympho t a c t i nftt'OCdrt^K >VZf?7 5 U— ; f r a c t a 
1 k i nefc^CXSC^jM^^z^U-^) , X>h*-fe'JX X> 
5 xn#XHJX k*^5>, -a-Df>VX TRH, /^^l/Jf-f'^ 
#U*W-f U»y*X775 t 5?>tt (LPA) ££fcU7^>:i 

3/>l-y>»WS±E (3 9) Efc©U#>K©fc£m 

(4 1) (i) ±13 (1) IBm©GMeS*SMl/'fe^-Me« ! bU<«^ 
Oifi*fc«±E (3) E«©«»^^ Kfcb U*>Hi:*»tt 
10 (ii) ±E (1) E«©GgBR#g£V*7*-3raK.fc.W< 

«*©tt*fctt±E (3) E«©«^:/^Ffe I, <«*©*£, U#>F:fc«fc 
Xfffikfc&®t&mte2tt®&t<0&&*ftteoZt*mLttZ±m (1 6 

(4 2) (i) «»bfc'J#>H*±E (1) E»©GMK#ftS!H::/* 

15 -ses'bi/<tt-e0«fctt±E (3) E«©»#^:/^Ffcb <«*©«£ 

(ii) «LfcU;&>K*«fclfltt»fc£«*±E (l) left 

(DGnea*^v-fe^-Me® i tb<«^0iiSfcB±E (3) e^«^ 

1) E«fi>GSeH*fiSHr^-SeRt)b<tt-t©«[*fctt±E (3) E 
fT5U5tf>K(i:±E (1) IBil©GiieS^S!l/-fe:y^-MeS^fc« J e© 

(43) (i) «»bfcu*>H*±E (i) E«©Gaen*fiaii/-t^ 
-Be*ft#rr*«fifcS»si*fc»Gfc, (ii) 
25 Kft#»s±E (i) E«©Gges*fisni^-se»s#rr5»ifiic 

ft&T5£££#f^T3U#>K£±i3 (1) E«©G56R*fiaiW'fe^ 
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(44) (i) «?§$UfcU#>K£±E (1) IH«(OGg&M«MHr^ 

&£Ttumt&mz±.m en BmGm^n^mu±^-^m^^t 

£fcfc*©*St©X# 'J -->^m 

(4 5) (i) S»bfcU;*f>F*±E (8) EfttWRCIMtttt*?*;! 

10 (ii>..«»tfcU^>H*«k^tt*fls#«*±E (8). Eft 

©j&RiB»fc&**T a ^ t ?Ttt$Rt$fe#® jmm&bs L£ gs^r 

*U*f>Kfc±B (1) E«©GgBR*MS£Mz:/*-g&R£&«*©&i: 

(4 6) (i) ±i2 (i) E»©G«eR*«aii/"fe^-aieR*fctt*© 

**iSttftf*ft^«*±E (1) E*©GaeR*ftfflHr^-SI&R*^ 

(ii) ±E (1) Effi<DGm&M#®.Ml' J tzf 
^^aR*fctt*©**^W*flS^*J:l««fl5^«*±E (1) Eft 

20 ©G5eR*«a!^^--aeR&^"rs«jftic»tts*fc«^fcfetts, 
*w»tr*u^f>Kt±B (i) E«©GseR*aai/-fc^-seR*fc 

tt-t©«Lt©«^tt*«ftS"&5fl5^«*fctt^©«©^^ 'J -->ynm. 
(4 7) ±E (1) Bft©GS6R#fiffll'*:/^-geR*fcRtt'©tt*J£ 
25 ttfcf*fc£4fc«±E (8) Emw^Re^S^-r^HtfCitjTK^R^ 

«{»:©iHfi«fc:56iSbfcGaeR*aai/^^-«eRic»jtts*fc«^t» 
±e (i) E«©G»eR*affln:^-«eR*fc»-€-©**ftttflrr*ft 

^**«fctm»fl3^«*±E (8) E«©^RKiftft&««"r*J:tK:«fcoT» 

»Rtetj^©iiBJ6Kic*stfcGgaR*afflp-fe^--aeRc*ttis*fc« 
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5 (4 8) ±ia (i) «©G«aft*aain:^-aeK*«ttfl7r*ft^ 

7X*:*5 U X>X #X<XX *±kV-fh\ 3l/vXb+->> 
*5X tnh'X ;*?h~X ~n.-n^7^KY, ^tf^K, 7*UX 
AV^WXX JMrS'hS'X PACAP (fl, PACAP2 7, PACAP 
3 8) , -fe^UfX #)Vtt3>, *;i/'>h~X 7FW*^olUX V^h 
10 X^X GHRH, CRF, ACTH, GRP., PTH, VIP (A'V7^f . 

UX 75 UX ^7^t-X CGRP WJl/5/h->^->'Jl/-T^7H 

>#*i*-X 7r;^X 7^tUX «*-f>^-A«-7 7SU- 
15 IL-8, GROff, GROjS, GROr, NAP-2, ENA-78, GCP 
-2, P F 4, IP-10, Mig, PBSF/SDF-1&£0CXC^ 
•YX^T^tSU- ; MCAF/MCP-1, MCP-2, MCP-3, MCP 
-4, eotaxin, RANTES, MIP-U, MIP-10, HCC- 
1. MIP-3a/LARC\ MIP-3j3/ELC, 1 -3 0 9, TARC, 
20 MIPF-1, MI PF-2/eo t ax i n-2, MDC, DC-CK1/P 
ARC, SLC&fODCC^tTM 7 ; lymphotacti 

n&£<r>C^&;*H >U-7*775U- ; f ractalki neftt*OCX3C 

X -a-Dr>»> TRH, n^WTf-* vir$*)U9'( h\ ^7"> 
25 . l J!/^X7 7?i ? >i (LPA) $fcliX7^f >^X> 1 - 'J >^T'&£±f3 
(4 6) (4 7) 82«©X^U-~>^m 

(4 9) ±15 (4 1) ~ (4 8) B«^X*U-x>#£8T#&n3S'J# 
>Ht±IB (1) BftOGaSJl^iftSIHr^-aeRSfctt-tCttt©!!^ 
tt*£fc3tf*fc£«*fcl«-©tt. 
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(5 0) ±13 (4 1) ~±E (4 8) E«©X^U-->^*»T1i'6n , 54 

u#>h*t±E (i) E«©G«eR*cSS!i/-fe^-aie»*fctt-t©*t© 

(5 1) ±ta (i) ett©Gse«*ssnr^-ges*^-rs»ifi* 

5 £#T*C:£fc4«R£-r.5±E (1 7) B«©**U^n>^flJ*y K 

(52) ±e (i) E«©GaeR*ftffli/-fe^-«e»**frr*«B© 

(5 3) ±12 (8) E«©»RKft#S««'r«ili:K:J:oT«»Rte*#:©. 

io... m^\zfm]sitG&&n%#mv%??-9&H&iftT<bz.t&mtt*z 
±ib d7) mm<D7>9v-->>fm*yh. 

(5 4) ±E (5 1) ~ (5 3) E*©X^U-->^ffl+y h*fflViT#6 

naa, u#>f£±ib (i) E«©G*eR*aanr^-«aR*fcr4* 

©ttt©tS^ttft«ft***ft^*H*fc»4-t©«[» 
15 (5 5) ±E (5 1) ~ (5 3) E*©X*U-:i>iOH*v hftJBWr*& 
tt5£, iJ#>K£±B (1) l2«©GgSR^SMI/-fe^-^eR^fc«^ 

(5 6) ±IB (10) B®V>m&t, ±E (1) EfttDGaeR-fcBSIH::/ 
20 *-^6»fcL<te±iB (3) E«©«»^^H*fctt*©*i:*»lMI«** 

ct*#at-r*±B (i) oGiewwai^t^-ifintKHLfcB ( 

3) E«©IMK^H*fctt*©il[©«tt, 

(5 7> ±E (1 0) WMQtf&t* Wft**±«IWb*nfc±E (1) IB 
*©Ga&R£«Sl/*7*-aeRfcU<tt±E (3) E*©«^y^H* 
25 &l*£©*fcft»a»lcR*;*tt, tt«#fc8£Ufcflmte$ftfc±E (1) 13 
«©GgSR*1SS!l/'fe^-SeR*)L<tt±E (3) E«0«5K^H* 
fc»4-t©«[©m^*a!l€-rSi:t*1«St1--5*tt*'t»©±E (l) f3ffc©G§ 
&M#'&MU*t'7?-m&M*>ls<\*±& (3) Ett©»^^H*fctt-t© 
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(5 8) *fcttfcfi#±fc**ft;bfc±E (10) &*<!>ftti&£XmmfcZ 

ntc±m do) ttmmfttmft&zwtmmzBLi&Ziktc®-*, *®<t 

5 *©&©j£«*«Sttt-*. 

IU1HTGR 1 3©i*tt^O«y 
H2tt-X**BBICJ:*TGR 1 3 ©75 /WBWSwf 
10. _ m «T G R 1 .3 mR N A*§©«UiM#fttt&^irH?* 

E5!l##: lT^SnSTS/lftEai (H2) fcft-t>L< 

*»w©i/-fe^-aeRtt, th, 
> -7U/K t^x, 7*, ty* ©$&ti>*ra ( 

mmm. wmu&> yvrmm. &mmm. tiw. *v>*v& 
mm. y>*f)VA>zmm* jukjmbl n&mm. tm&mm, mm 
20 mm, mmm. mimmm. %mmte ^D7?-^ tuhbsu bsbjs, ± 

iii^ tt#*u&. *«& tftt, mmm. ^mrnm, mm*>v<\z 
istt, *fcttnn5tBja©ijrK«ifi, #m%\s<\*x>M&tt& ^« 
^©«, *fctt-tn6©ana*«#fiirs*6«>*»», 01*.^ b> hb©#sb 

25 ffi (0U JIsi^> *)8ifi&#, SI*, &i£TB&, «*m *JH& 
ft, Kft /MH. ffilfffit flPHJE, ttfc Jim IKSfc 1@) . *«t 

, ts#, im m Jffmu £*mu ?**mu js©5. m. m*, &j» 
, m mim *j§, m) . «> mm. mm. wrtm. * 
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mvmn i^m*nz7$smmitmnmz®-<07's.;®mtLT\t 

D 

*»«OBW : lT«n*75/REW£»ttK:H-©7S/»Eai 

s£rr*sa*fci/ra. Earn: iT*sn*75/»E5!it* 

flW (flU ISO. 01~100fg, #*L<tt»0. 5-20«, ±Dff*b 

~1 0®n&, S6fc»*t<tt»ffl (l~5fl) ) ©75/K*«Kifel/fc7S 
y»E*K ©E?<J#*t: lT*3n*75/»EWfcl*fctt2fflEU: 

25 d~5<@> ) ©7^y mtftito Ltcj^j mmm , ®iewt: l-eaana 

73/«Eai+©l*fctt2flGU (ffi:L<«, l-3 0im £D»3;U 
<«1~1 Offlgg, SSfcff*L<tt»ffl (1-5® ) ©75yg6^ffi©7 

5 ;MT*mm-zntz7s. ;mmu *fc«®*n&&ft*£fc-&fc7s /kebi 
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©nz7*-56RKk C5fc«^*^#*^;W6 (-cooh) , a/wm^ 

5 -K(-COO-), 75 K (-CONH 2 ) £fc&XXxJl/ (-COOR) ©ft 

nc-exxx^fc^ttSRti/Ttt, .HAtf, x^;k n-ynt?;i/ 
, -rvyptr;pfeb<«n-^;^t*©c 1 _ 6 7;w^ 0d*tf, ~>*d^ 

>3\>k '>^P / \*^;^i:0C3_ 8 >'^a7;WI/S> 0S*.tf, 7i-JK a 
i^- C ! _ 2 7 JWI/gfc b < tt a -^7^;M £ © a -fyf-fr- C 

1 _ 2 7;Wr;v**£©c r . M 77;M i ;w*oe^ soEx^r^tu-Tiafli 

15 I'-h) £#bW54§£\ *-;^+->;ps*«75 Kfc£fc«x;wwl:£ftT 
v>5 t>© *>#s§0j© n:7 , ^-se»K'&*n*. ^©^©x^x;^ lts 

*^:*x>38£©75 (0!Atf» 7"fe3Ml'fc£©C 2 

20 _ e 7;i'#/<;j'Sfc£©c 1 _ tf 7*>;i'£&£) •c#«snw*<b©, 
©7s/m©M±©fi&» -oh, -SH, 75 < 5 

, 7-fe^j^i:©c 2 _ 6 7;p*y<;us^^©c 1 . 6 7^^a -c^ssn 

*5SMOHi7'^-SeS©mftWtUTtt, 01 A & &>Wf : lTrgSti 

s75y«^&^t-sw::/*-Mefc£#m>5ns. 
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M^^KtUT^ $7k147ay hl#rttW»SS ($£#& (Hy 
drophilic) ffflft) t fe5 t^iffStl W^ts^^ Mfc 
ft (Hydrophobic) §!5fiS:-g5{w^t5^^Ht)|pHi(c:ffl^§ii:^T#S 0 ffl 

lp ^©^y^KTfeSVi.o . ..... 

ff£b<«i o oe&±©7s/$K^j££T£^73 i F££»£U>. 

20 *mWV®ft*7? ±|B7$ /&©»© 1 2<@£U: 

£L<fc£> l~10<lgg, SZiZftZL <\mm (1-5®) ) <Z>75/8g£* 
X&U ^©75/®gH?JI;:li£fc&2®fiU: (ff^b<«, 1-2 0 

liSS, £D#*U<ttl~l Offlg*, S6fc»*l/<ttRffl (1-5®) ) 
075 /RjWWDU Sfctt, ■e©75yKE5Uf©l*fctt2fflfiU: 

25 <tt, 1-10M, iDJfSUIiftl, S&fcff*Kttl~5ffl8*) 
©75/m^fl&©75ymT*fi^$nTViT ! b t t^ 0 

*56W©»^^^l«ttc*«^ii«^#+'>;i/S (-cooh) * 
fctt*;w#^'>u-h (-coo-) ±EUfc*58W©sen©z:t 

<, C*W75K (-CONH,) £fc«X*x;U (-COOR) T'&oTfc 
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S&, *»WO»»^^HttC5t5^ailt*^#*^ < fM6 (-COOH) * 

, (-CONH 2 ) *fcttX*x;P (-COOR) tfeoTfe«t 

10 K 

, jut***, mm torn, $>^mmm wz.& mm, m ^otf* 
15 >«, th>i. *x>a, u>m 

till. **>;ui/*>it ^>if>x;i/*>^) to&foZ&xwtiz. 

25 *o»«JWiT* 

7$ Hflc©^-fiSfc«, aiwra©aeR^ffl«Hfi*fflv>*ct^#*. ^© 
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(2\ 4'-^ h+^7x-;p-th*n+^5 1 ;w 7iy^« 4- ( 

10 . ±i3bfc«K7$ mm&zmvTix ,wmmKm%~?zz>&mm&fc 
UM&m^zzttf-ezztf, mz. tDVt^^miA^o ^jv^ms.^ 
mtbxit. dcc> N, N'-v'-fVT'nt!;^;^^^ h\ N-x^;i>- 
N'— (3-5?*^n>7'5/7'ny;w *;w?s?-f$Hft^javi6n*. 

6fc±*«ttftfctt5-fe5flsailW»lnJW (MtL«, HOBU HOOBOttfc 

RmzmmL5zz\ttfto$nTKmmfr$mm®izn5z. mx\z, n, 

H>fc£©K7SK!fc W&ttvy, £na*;w*fc£©/\ny>*b#Ht;7kil 
-ft h U 7Jktoi^ /-;wftH©7^3-;w«, s^^fW****^ Ffc£© 
tf'J> ? >, f h7tHo77»it*©i-f;Vi 

\m^nm^m^K^\z^^m^z\tf)m^nx^mm^^m^mn 
, ii^-2o , c~5o < c©»^6)ii:^$n5o »Ms$nfc7$ygi8 

SMmffifcl. 5-4ffii«T?fflV»6ns. X>kFU>EJfi£JBV>fcxXh© 
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# 5) ttfcv> t# lea, «i7k«»*fctt7-fe^;K $ ? x /-)v&m v>t*£j&7 s 

5 ^**2/*;p#=;k ^vtf^xjkt^^tfxjk 4-* h*S"0$?jk* 
^->*;u#-;k Cl-z, Br-z, 7^T>^;i/^>-^;i/fc;k hi) 7 

)l*U7±?)Vs 7*EH;k *;i/$;k 2-~ hP7x-;PX;W7x-Jk -7 

*;u^'>;pStt v MA^ 7)v*)yjLz f?Mkiim a *3\>k x^;k 

10. 7*Otf;k 7*f;K *~7Y.U-7>;k ;>70^7f;K ~77 0M^7Jk ~> 
7DA7^;k ~770:fr73\>k 2-7^>^fc£©tt»l*, ^«ttt>b< 

;k 4--hn^>^xxf;K 4-p< h+v-^>-7;kx7Nx;k 4-7na 
^>^;kX7.r;k ^>XfcFU;kx7xMsK 7x:^7JkX7x;Wb, ^7 
15 ^t+y^M^t \*yi? Kft, U-7>*So!7;k£xjPk 

5 t n'»©7x/-;Ht*K*o««stb'rtt» w*t£ Bzi, ci 2 - 

Bzl, 2-xhd'OvMk Br-Z, ^—7t U-T^fc&WB^&tt* 
25 o 

t7^77©-r 5 ?^-)lQfc®&t LTte, Tos, 4-* h*~>- 

2, 3, 6 - h u *3\>wo-t?>x;wfrx;k dnp, ^7-7;i/^7^5 1 ;k 

Bum, Boc, Trt, Fmo c tzEtfifilteZtiZ. 



WO 02/02767 



20 



PCT/JP01/05711 



, 4, 5-HJ2PD7xy-;k 2, 4-^-ho7xy-Jk %/y;^)V 

7)Vn-)V, A7-hD7i/-;K HONB, N-fc KD+S'X^S'S F» N 
-tHD^>7^M 5 h\ HOBt) £©X7x;i/) fc£jW8V»&n*. IK** 

&gg©i&* (M) #tfe£LTtt, m*.\& Pd-H*SV>»Pd-&*& 
2©Mtt©#fcTT©**ai«+T©^»7G*. £fc, JS*7yfl37fc*, 

X fc*«J3», bf<7^>fc£fcJ:a:&g$&g, *fc«#7> ; Ex7'l'}-MJ 

o < c-4o < c©as-efft)ns^ Msics^-m* fliAtf, 7xy-;w 7 

x/-;k ^7-V-;k *9tr\s*/-fr* rty{7UV~)V. i?*?)\>X)l7 
15 1. 4-7^>'7^- ;K 1, 2-x.*>?9'*-)Vt££Ql:5fctr9' 

ffi v » 5 n« 2 , 4-y-fn7x x;te«?* 7 x y -;wasfc «fc o n, 

-x^>v^-;K 1. 4-:/*>5W-;P&£©#*rF0MSfcMK 
20 **»ft^hU*7A««, *7>*x7fc2K:J;S7Jl'*U»!Ifc 

^©S^lcHW<#T75:Vi i &^©M^e^fc«@S, *3«ktf*©«« 
S©BBfH, KJSKH#"r*^ffiS©«ttft^£t44«JI©S*fctt^»©*g!^6 

25 gBR©75 FfcfcffSWO^iSibTtt, #;M?*->**7 
5y«©a-*;^*S/;H6*7$ PfclTfillfcd, 75/SMcWH 
(S&Jt) *ft»fa©«»*TK«L&«, R^7^K«©N*«©a-7$/ 

S©«S^©**»VifcsestC5ttffl©*;w#^5/;i^©»«S©*sisss5feu 
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75 Hft^ctt, »fa©«dR©x^7-;w*:*#siii*J"T?**. 

^©vii'njcfcot'bto. f&fe£» *58K©seH*«i«bii*a5^^ 

£5j**ft«*©ro«£um OT©a>~(Dciam$nfc^s**^tf 
15 sns. 

(DM. Bodanszky M.A. Ondetti> ^T^F -»±^7, (Peptide Synth 

esis), Interscience Publishers, New York (1966*E) 
©Schroeder£<i:tfLuebke, If F (The Peptide). Academic Press, New 
York (1965#) 

20 (D^Mm^ffi, ^^F^csiiii, %mm (imm 

®%&fem tszzmm&w* s-it^mmmm u ^es©wiv, 205, (19 
im 

^»©^«6K«toTiisa«K:«ift-r*ct^#sL» ja»fc«7? 

*3§9J© Mz7*-§eft£:]- F"T 5# >J * £ I/*^ F t bTtt, ±iE bfc 
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*58W®U-fe7*-SBR*:3-Ht*8*Eai (DNASfcttRNA. ffSb 
<ttDNA) *£WT*t>©T*nii^J&v&*t>©T*oTfc«fcV>. »'J*£ 
W-^FtUTKk *56W©V'-fe^-ae»&n-h-rSDNA» mRNA^ 
©RNAT&D, -^rc&oTfc. -*ggT?£oTS>cfcV>. -#&©«£«, 
5 -*^DNA, -*S|RNA*fc»DNA : RNA0/VT7U y KTt>«fcVi. - 
*«©«^tt» Offcfr^ T^oTfe, 7>^-fe>Xi( ( 

^©3«WB4H«TJ rjf p C R fc*©j&JBJ 15 (7) 19?7E«©>$*f:&tt*n 
10 fc$i;fc#ttfc;J;?K #i6&9§© l/Hk^-«_aH©jn.RNA.*J?*r* c 

#BE©M::/*-SeR*3-HT*DNAfcUTfck 4VADNA, $V 
ADNA^-r^'J- ±BBLfc«lfi'a«l**©cDNA» ±El/fc*M& • » 

Kfc^TnT&oTfccfcK ±ELfc«Jfi-a«J:OtotalRNA*fc 
&mRNAW#£f3§3Ufcfc©£ffl^TBigReverse Transcriptase Polymerase 
Chain Reaction (ETF, RT-PCRfetBS^T^) K«koTi»f Scli:*) 

, SWW: 2T?*?ft*«aeE«lft*^rr*DNA, £fc«E3Wt: 2T* 
*n*tt*E9!l**"t"*Ei N A t /Vf XhU>7i> hfc*#TT/Vf ^-f 

xtsdnaswu *56w©m^-aeRt*R»icroK©stt (*k u 

25 Hf^DNAl?^n«{Sin© i b©T ! biV\ 

#TT?/W 7 U ^-f XT -5 D N A £ UTtt, WA\Z. E8»* : 2 T^S tlZM 

&m\t®7 o%eui, ff^u<tt*U8o%^±, £0#*ix«»9 0KfiU: 

, *>bff*K»4»9 5X£U©ffiRttS#Ta*i£E*J£#rrSDNA&2 
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^6 l/^a7- • £m— ->£f (Molecular Cloning) 2nd (J. Sambrook et al. , 
Cold Spring Harbor Lab. Press, 1989) fcEfcO^fc&ffcffioTff&SJlfc 

ft/W; h U >S?x> h HAK, ± h U 1 9 ~4 0 

mM, »*L<tt#ai 9~2 OmMT, 5 0~7 0t\ ff£L<«i&6 

10 0-6 5 t:9*#*«-r. j-h U 2 A»|g#® 1 9 mMflg^ 6 5 V 

NAt«*l»ft«SE5iJ©-»^WbT&*#U5?^ l/^ Httt, TIB©* 
^©^^^H^3-r J «DNA*^'rs^tTtt^<, RNASfe^ 

20 8&«-r£;i<i:©-Tr#57>^-ti>7> -tfUS^Wrt^K (KBO ^o-Xb 

<D&£mwtimtz&'3%mL* &f&Lvz> a ^oiritm^zvitj-Y (mm 
) a, Gses*ftsi/'fe^-seHafi : p©RNAt;w^u^xf5c: 

25 a«*ftsn:^-aaRHaRNAt©ffi5^*^bTGaeR*ssv' 
•fe^-sesjt^©fissisg!f • wsitms. Gm&n^mu 
•t7?-w&nmmR n A©*RsnfcE3»jfc«a»fc# vz? ut? k, 
waeR^saiu-fe^-aeRHaRNAtftjififc/w^u^xf %c 
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■fe^-asHjt€rP0 5 , J|A7t:>;P-^ 5'«6-^-7.^7- Ufc!-h. 
, STOMMRftfe ^'J^^HftRWttaHX SSfP-Km OR F 

mmmte^ h>. 3'»ihh«ie«, 3'Jba-u > f 3^7 

15 2-x^->-D-U^-X^WtT^-5^Ux^+^^I/^h\ D-'J 
©N-^'J □ ~> HT?**-t©ffl©^-T 7©# 'J * * h\ **V>«#* 0 1/ 

vmmis.mwt$w-) *fctt#^^^#-r^^©TO*uv- (fit 

20 , «Uv-«DNA^>RNA4'('l 1 ffl$tli)«J;'5^»0^7>J>^mSO 

#**ti : *"r*Es* , b^^u^K*^-r*) Jii'wsns. ^-ne 

2*I1DNA, l^flDNA, 2*iRNA> 1«NA, $6HDNA 

ttiN«»*u^^u*^F) . se>fc&&fl©Mi>©#;tra£n&&©, 
H«tt©$nfc>b©, wufflttm&'& mm, *3s>i/*x**-K 
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-htt£) £J#Ofc©, Mz.\m&n ^>MM 

(0fl;ttf. 7£'Js>x 75^>&a £J#ot>©, (#1 

, Tjvj-Mmz^tzh®, mmntc&£*w?*><D mx\z. 07/7 
r«ftj ?u >&«ktfeus^>&S£^Ts©*-e&<, m 

. 10 ^fMisnfe^u t?u 5 T'>«$nfc^u t: 
vkv>\ % z> «>©te©»^ ££tr *>©-?& ? tit*, mmznrzzpu 

15 ' *3Sg§07>^-fe>;* -tf'JS^W-^K («) tt, RNA, DNA, &5 

wawsn/trnm (rna, DNA) t?&*. ®mwtmmo>%ftmt vx 

£«J;D/h£fc1>©fc:T£. 
C"5Ufc4MtttS«^»-e*^<»6nT*0, 08* J. Kawakami et al., 
25 Pharm Tech Japan, Vol. 8. pp.247, 1992; Vol. 8, pp.395. 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications. CRC Press. 1993 fs. 
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$W 5 «fc 3 IC# < # U U 5? > © «fc 5 ft # U * ^ >ft . ffllBK £ ©ffiSftffl * 

-k awsns. £3bfct>©Ji* «©3ms^«5' 

10 fcKW3nfc*iry :/«©**?♦ x*VS*l/7~ fcf, RNasefe^^k 

;p*«c*i:ufcs«»ip-ca6nfc*aii©««**«*»f6n*^ -enicis 
j£3nst>©*ett&v>. 

20 ^5 1 K^^-HT^aSB?J^a^Sfc©lr^n«V^^^ i b©'Tr^oT t bi: 
©cDNA, ±IBl/fc«IJft'lftKI**©cDNA7'f^7U-, ^DNAOl» 

i"*vct>«fcv>. 54 7? y-iz&mt surf-it* Wr-u^r-s?, 7? 

25 Jfi-ia»«J:DmRNAiS»*W8ltfc'b©*fflViTESaeTerse Transcriptase 
Polyierase Chain Reaction (£TF, RT-PCR££B&I3rT3) fc«fc^*ttffi 

mmzte, *»9l!©»^^5 t K*3-K«DNAtUTtt, ( 
1) E8I##: 2T?«n5«fflflfc£T3DNA©»»&£iBai££"r*D 
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seHtM»fcraa©stt (flu u#>Fit£8Hfc >>^tj^^M^ 

a SWT*H:^-Seg*3-}<tSDNAOg|5^mSSB5>J&^rTSDN 
5 Afc&WBH&ftS. 

#TT/W^'jy-rX-r-SDNAttT«, £81*9: 2«$tl*tt 

Xmmtm OKSJLb* ff*b<«il&8 0K£U:, cfcDffi;U<«#J9 0%£U: 
fk^ff*V<tt»9 5XK±Offi^tt*%r*^fiW*^^rt*DNAfti! 

io wm^ztiZo 

#^E©V"^:?£-M6S^ *»w©u-fe^ 

-aBRiBMB-rs*^****) K-T5DNA©*d-:i>:?©^ 

is &ttiaa&^^^-K:a*ii^DNA«*56fB©^-fe^-seH©-aj»5 

3>©#&te, 09*tf» tl/^a7-^o-->^ (Molecular Cloning) 2n 
d (J. Sambrook et al., Cold Spring Harbor Lab. Press, 1989) £tefc©;£& 

DNA©J££E?!l©ffl&&, PCR^C^h, 09*. tf, Mutan™-super 
Express Ki (^«i£) , Mutan™-K (Sffljfi) **ffl^T, ODA-LA PCRfc^Guppe 

25 

KDNAtt-€-©5'5|cJ|fllfcaiRHtt3 F>fcLT©ATG&# 
U Sfc3'*^fiJiCtta^±a 1<>£1/T©TAA, TGA^fcttTAG^ 
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^-seaszi-H-rsDNA^eiwtrsDNAWfiT-swoHJU (□) ^ 

^*-<hbT&> *II**oy575H (W» pCR4, pCR2. 1, 
PBR3 2 2, pBR3 2 5, pUC12, pUC13) , OTW^ 
$H (R pUBllO, pTP5, pC194) , H (#K 

10 pSHl 9, pSH15) , A.77-^tWf'J*77-^ I'bO'M 

Al-11, pXTl, pRc/CMV, pRc/RSV, pcDNAI/Ne 
±tfCfflVi*»'&tt, SRa^nt-^-, SV4 O^Dt-^-, LTR? 

o 

£n&©5^ CMV^D^- SRa^Dt-^-ftt*m^O*W 
20 fi^XyiiJ t7If T^^I^Ii, trp^Pt-^, 1 a c 7 

Dt-^- recA^Dt-^- AP^Dt-^- lpp^Dt-^- 
fc£#* te£jWWl^JPMrc*S*&tt, S PO 1 7n*-*-, S P O 2 7 
Dt-^-, penP^D^E-^-fc^ PH057 
PGKT'at-^-, GAPynt-^-, ADH^D^-^-fc 
25 &&tff*U>. lf£jWBAiB16T?i&**£tt» #U"\F PI 

f6S^^-fctt, £U©fc* ffiSK<fcDx>/\>lr-, X^7'T'»^> 
#UA#JP->^t;k SV4 0»'Jy> S 

V4 0 o r i fc££^WbW5fc©£m>S;ifcj&<T 
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Mft-?-t>-tbT\$, IAtf, VtFumMMTtm (OT, dhfr 

tmm-zm&tfitoz) ite? c^vM-^-fe-h (mtx) mm , 7>\z*s 

'J>IJ£»£^ CUT, Amp r iB»t5l^5) » **^<i*»®&m 
(£TF, Neo'tBSinSW, G4 1 8W&) «to&mtf&n*. 
5 CHO (dh f r") «fi*ffl^Tdhf rae^fiiRT-^-tbT 

I©N«*Ifc#iirr<5. fi£jfi«X5/x U fc 7I«T**»£tt, P h o A • -> 
10 , C-757-; tf • i/91-)mm* Drf^Visy • ->^tJ»^ if±# 

' ift ; fel§^CM'Fa • SVC2 • ti£ 

«fcl/Ttt, i : >xUt71I, /WWII, SAttiJB, 

xS/xUk7II©^»WtLTtt, x^xUtT- 3U (Escherichia col i 
) K12-DH1 Cya->-^>^X-^^-1f -t'>3t^'7*T5-«t 
20 ^•^i>WX-t^ i 1f'2-ixi- (Proc. Natl. Acad. Sci. US 
A) , 6 0#, 1 6 0(1 9 6 8)), J Ml 0 3 {-%>?<iVyZ • 7*svX- U 
U— (Nucleic Acids Research) , 9#, 3 0 9(1 9 8 1)), JA221 
CS>*-±)1/ • *7 • • W (Journal of Molecular Bio 

logy), 12 0#, 5 1 7 (1 9 7 8)) , HB1 0 1 Cv^-^ I' 
25 ^a7-'/HtDy-, 4 1#, 4 5 9(1 9 6 9)) , C6 0 0 C^x^xW 
yZT. (Genetics) , 3 9% 44 0(1 9 54)) , DH 5 a (Inoue, E , Noj im 
a, tt and Okayama. a . Gene. 96, 23-28 (1990)) . DH 1 0 B i^uy-^>i/X • 
t^3±)V • 7*t5- • *7 • U-f x>WX • • if • x-x 
7.x- (Proc. Natl. Acad. Sci. USA) , 8 7#, 4645-4649(1 9 
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9 0)] fc&WB^Sn*. 

rt?))sZmmtLTte, «Atf» /Wl* • X^^li* (Bacillus subtilis 
) M I 1 1 4 C^->, 2 4#, 2 5 5 (1 9 8 3)) , 2 0 7- 2 1 C^*-* 
JP-tf^-AV^^XHJ- (Journal of Biochemistry) , 9 5#, 8 7 (1 

5 9 8 4)) team^ztiz. 

B&tLT\Z. 01*. Kf, ^ytJU^-tT, • -feUf^x (Saccharoiyces cere 
visiae) AH22, AH 2 2 R~, NA87-11A, DKD-5D, 20B- 

12, v^-y^DV-f-fex • (Schizosaccharomyces pombe) NCYC 
1913, NCYC 2 0 3 6, e*7-AXHJX (Pichia pastoris) 

10 fflVi^n^o 

^MflS (Spodoptera frugiperda cell ; S f HHJB) , Trichoplusia niccxf 
fl§a*£>MG HIS, Trichoplusia ni(DlPS*©High Five^flS, Mamestra b 
rassicae£5fc®iffflfl§3:fcftEstigmena acreaS5fc©j|fflJiS&£/ot^£n5. 
15 ;PX#BmNPV<7^§£«u (Bombyx mori N; BmNHHJ&) 

£tfm>*>nZo iSftttLTH Sf 9tt (ATCC CRL 

17 11) , S f 2 ISMS CK±* Vaughn. J. L. > • # (In Vivo) , 

13, 213-217, (1977)) ft^fflVJ6n«.' 

20 (Nature), 3 1 5#, 5 9 2(1 9 8 5)). 

lft«tl/TH mX\t, ^»COS-7, Vero, ^W^-XAAX 
^HiJiaCHO (OT> CHO«<hB§l2) , d h f r jtfc^Kg^W X-X 
^AX^-«CHO (£TF, CHO (dh f r") «tB&|2) > V^XLJHH 
T^XAtT-2 0, T">X5XO-TifflR ^yhGH3, thFLifflflS 

25 &£#m>e>n5. 

• ^-2/ a ±)V • 7^x5 - • #7 • 1M x> v-r X • *7 • if • x-xxx- ( 
Proc. Natl. Acad. Sci. USA) , 6 9#, 2 1 1 0 (1 9 7 2)*»5>— > (Gen 
e) , 1 7#, 1 0 7(1 9 8 2) te&Z&moXmzftoTft &5 Z.tW?%% 
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O 

)V - i>x.*TJ (Molecular & General Genetics) , 1681, 1 1 1 ( 

5 mmtMnrnm-zM*. mm*, tyvx-^o-xy^tni?- aieth 

ods in Enzyiology) , 19 4#, 182-187 (1991), 7ui/-V> 

jri/a1r)V • 7*t5- • • ^I>WX 
a-xxx- (Proc. Natl. Acad. Sci. USA) , 7 5^, 1 9 2 9(1 9 7 8 

10 > .Ufftt&fcHAA*M!^r«£tt, ;Ht/T^D^- (Bi 

" o/Technology) , 6|' '47-55tl9W 

*• 

3-;k 263-26 7 (1995) (MttS^r) . 94 aui>- (Virology 
15 ) , 5 2#, 4 5 6(1 9 7 3) fcBJRO^jfcfcfEoTfrfcS CtJ^PtS. 

, «;ttf, r^h'JX "SJ^W^ *saMtiz£* ^MmtLX 

ym^nu9^m cs?- (Miner) , • *7 - ^xiy 

• -f > • tl/^a^- • i^x^x^ (Journal of Experiments in Molecu 
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lar Genetics) , 4 3 1-43 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2) jj«ff*U>. £ Hfc&gfc«fc 0 7°D^-*-£$^cfc < mfr&Ztcit) 

te^xs/ z»jt 7mm<D%G* mmmm 1 5 - 4 3 *c t& 3 ~ 2 4 1$ m 
m%.t>v\3-)V7>imv>m£, %mmm 30-40 ■c-e&j 6-24 

(Burkholder) CBostian, K. L. ryuy-^>{fX- 

10 • if • ±->3^-;i' • T^x5- • *y • x>wx • a-y • if • n-x 

*X- (Proc. Natl. Acad." Sci! US A) , 7 7 #, 4 5 0 5(1 9 8 6)j ' 
0. 5%t!V5i;m*^? SSD^i (Bitter, G. A. 6, rya^-s;^ 
X If • tvatJl/- 7;fcx5-- *:/-1Mx>WX- *7~-1f -a 
-XXX- (Proc. Natl. Acad. Sci. USA) , 8 1#, 5 3 3 0 (1 9 8 4 

i5 ) j awenso %®<DpH\$®5~8\zmm?z0t>w%v\,K 

®2 0"C~3 5t:T|tJ2 4-7 2^f?V\ M£f&DTffim^t#£*0*.5. 
ace's Insect Medium (Grace, (Nature) .195,788(1962)) 

20 i&OpH\m6. 2-6. 4HPSf^©»^UK ^««®TO2 71DT^ 

-2 OXOB^^^tSMEU^m ttMx>7. (Science) , 1 2 2#. 
5 0 1 (1 9 5 2)3 , DMEM^i C^OPv- (Virology) , 8#, 3 9 6 
25 (1 9 5 9)), RPM I 1 6 4 Oi&ife [v^-^ • *7 - if • 7*U#> • 
^T'f*^* TVi'X— $/3> (The Journal of the American Medical Associ 
ation) 19 9#. 5 1 9(1 9 6 7)), 1 9 9i§l l-?ui/-V>>f • *7 • 
If • V+M* if'f • 7^-— • If • /H^o^jl/ • ^x-f X> (Proceeding of 
the Society for the Biological Medicine) , 7 3#, 1(1 9 5 0)) 
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©;£i£fc:<J:DfTfc5££an?#s. 

15 z<z> &o\zlt® $tutmm±tn. &%wttbihWLWzi;&n2>v j t7?-w 
am mtom. fmzmm* ^5is, £<fctfsDs-#U7£u;i/7$F 

7ktt©ss*fiiffl-r*^ Mjam^Kfefe^©**^©^*^^**^ 
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^hehj^x 7^^;px> vu^y— t\ 7d5M'>*±— tr, ^jn 

10 &<fcK 

i5 &;?n-j-)mfc<Dftm) 

K fcy>\ W*tf6n*«», T?*fcektf7y 
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<D%m (X^r- (Nature), 2 5 6#, 4 9 5JC (1 9 7 5^) ) fcftnH 

peg) **>^e^;iafc»wiHf&n«]&«, jff*b<ttPEGjWBv>&n 

5 . 5. 

ifHMJ!&£LTte> 09A«> NS-1, P3U1, SP 2/0 

nzw, P3ui#$?i£u<:ffl t^tis. fflvien-s^^m 

iC<!:#flJim^tOff*U^TOl : 1-2 0 : lggT&D, PEG (ff 
£L<te, PEG10 O 0~PEG6 0 0 0) *U 0-8 0%ggO«iJlIl 
10 £*U ^2 0-4 0^ ??*b<«^3 0~3 Tr-C^Jl-l 0^P B K>*^^ 

*jSjnbfc'»«»«iJftffl*ii!ifta!Tff&3 a»j*«kr«ra»*«it 

25 o flAtf, 1-2 0%, $F£b<«l 0-2 0*©4 t »jejfo»fc'&&RPMI 
1 6 40M 1-10 %<D^MM^t^G I T««J CfWfcttfcl* (t*) 
) ^fcft/wyu F-T**ffl*JhilWNH (SFM-l 0 1, BTkfill (80 ) 
fe^Sffl^-SJlt^Tf^S. ®#2 0-40*0, #£L<»3 7 

tt*ftM& jM?5B~3HIHK #3^<finaW~2aiHrc**. 
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RMS. ±§E©#Elfiifif * OttM ©S9^ £ H JSC b TSI^T £ S . 
(b) *Siru-i-Mma*n 

tt, «f *>sa»# (fli, deae) CcksKK^s, y 

io wvpu-fjvvifcnftm 

fijfi-rsct^-efrs. AisiriS fcMfciaoi'iz^-geRS©^® 

) £**U7-MR£©«£fc£"3<eK ±IB©*y*n-*;i4/H^rai* 

15 ^t^mtft^SiRbT, tt*©^l«»«*ffa:5iltlc«kDIBfiT?*«.' 
«?Lft«*ftl8r*fca6lcfflV>6nsft«RKi*^U7--geRt©«^# 

csu +^«j7-seR©as*«fcr;*^U7-tAy7 i >t©fg^tttt, + 
«fefe©*af©«3ftik*T?*«s*r«>J:v>^ »>">jiini7^5>, 

20 C^IK n^n^ij >, • U h • 'VE5/7->^£fi:tffcTV\ 

7^>lfc#U $0. 1-2 0, »*t<tt#&l-5©ffl'&-CA^$-&S* 

A^x>t+^U7-©*^'j>^f'tt, a*©tt-&aa*fflvi*jit38« 

4«> a#»2'-6a«fcl@1't>, fM&3~10@fttfr£3Ci:**'e**. 
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J:tfKU*^-SaK*fctt*CD»^yf K*=i--H-r*DNAtt, (1) 
10 (2) *58W©Gae«*«aH:^-5eR©««^fcH»1-*«Jft . 

(5) *5fiw©w-fe^-seasfctt-e©as^^H©585**«ft;$ 
its{b^^^rt-^a^©w*ckut/*fc«^, (6)*^^©g 

15 2aK*!SfflHr^-MKK:»T«5U^>H©MJ*, (7) *%W<DGW 
eK*SMl/-fe7 p ^-MSHi:U^>Ht©^ft^b$-ti:^<b^ (Trf- 
7>93z.Xh1S.}*) <DW)~->>fJ3m. (8) *5gM©GSe»* 

aans^-aen £u h t©*g^tt*iefl:s*5^* (7=r- * k 

7>^3f-7.h) *#«»l©^Rr*J:tf/*fctt»«!B, (9) 

20 ^©W-k7 p ^-gSKfeb<tt^©gK^^K*fc«^©*g©^», (10) 

iBiaKfcfe^s^wci/iz^-aeKifctt^w^y^H©***^* 
•&^^©^^u-->^m (i i) «uwfc*it**»W0^-fe^- 
saH*/t«-€-©«^^K©s*«fl:s-&*fl2^«»*^"r*&a««©^ 

(12) *5SW©H:^-geS'bb<tt^©a5^ 

snr^-aeR*D-H-r*DNAS*-r**tMi«©^»fe^fcfflVi* 
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5 ©M^-gefistKe-rs*^**) » *58wa>U"fe^-sea*fc 
(i) ^»«©GseR*«fflV^^-ie*fc«riu^f>H cr=r=* 

10 h) ©fc£ 

xh) sasRu *fcSftjt-r4fc»©tt*ti/T^ffl-e*«. 

tUt>t>. #389itt, *58W©U^^-ae»t)l/<tt-e©tt*fcJi*58W 

M^tttli &fl©'J#>K 7>**5rX>X #>*5> 

X ^tV-f h\ 3l/X*h*c:X tO>">, *^h~X 

20 ACAP m> PACAP2 7, PACAP3 8) , -fe^l^X ^;P^lfX 
*;i/i/h->, TFW/^aUX VTh^^X GHRH, CRF, AC 
TH, GRP, PTH, VIP WJT9?-47 <i 'yf-Xv-Jlrfr 7>H 
iJWfyF #U"WK> > V?h**5PX F-/1SX if'JX 75 
ux 75^-x CGRP {JDVisY-yV-yVV-T-JvY^J-V) 

25 , p-f □ MJxx r\y9V77>93-y* -Juzfifyyvy, haytftty 

. 7f/'>X 7KW"'JX y^E^-f >X-/1-77$U- IL-8, 
GROd, GRO0, GROr, NAP-2, ENA-78, GCP-2, PF 
4, IP-10, Mig, PBSF/SDF-lft£©CXC^ : E;MXtf-:/7 
7$'J-;MCAF/MCP-1, MCP-2, MCP-3, MCP-4, eo 
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t ax i n, R ANTES, MlP-la, MI P- 1/3, HCC-1, MIP 
- 3 a/L ARC, MIP-30/ELC, 1 -3 0 9, TARC, MIPF- 
1, MI PF-2/e o t ax i n-2, MDC, DC-CK1/PARC, S 
LCfc^CC^rt'f >+>-:/7 7$U - ; lymphotacti nfcE<DC 

5 trttij >^7 7 5U - ; f ractalk i n e &£©CX 3 C^*-T > 
•b-77 7 5'J-^) v x>MrUX i>fa^h'JX h7*S>, ^a- 
□f>->X TRH, /l^l^x-f? 7*0^7°*^ F> #7X>, U 7*7 
7 75 1 v J >m (LP A) , 77^>zf'»l-U>m^t*) ©ffikl> « 

' m%.&. . fc K K 7**, t ; 7X ©ffl 

*5BW©U^>Hft^j*B, *»9§©IHi7**-8&Rt>U< 

k>ww* 7twy>ii, «^ca 2 m iwcampm, 
©u c - f o s sHSMk p H<D&-FtzE*fem?z>m&£it\mffl?z 

25 -rsct^&t-rs. 

.to . 
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fett-t©ttic*rr* u #> k©*«& 
M-r-5u^>H©^m 

icfcttS, Hr^-«eK*^Ufcttlia*!l»iSHt (Witt. 75*F>WIMI 
, 7tt)ldV>M* MMftC& 2+ MM. WcAMPM IBAcG 

15 mp 4k Yy *y v-m >IS4« imm iifirtaifi«©u >itft 
) sawrr* n t*w»i:-r**58w©i/-fe^-aiaii*fctt-t©*ic»t-* 
©KiMte**. *5SfB©u-fe^-aeR*=i- K-r*DNAft*rr*» 

>l» 7t?i^'J>li, tt^3Ca 2+ » WcAMPM 18 

u >»ft, c - f o s ©snt^ v>u<D&Tiz£*m&zm&*it\mmz> 
25 *surr*ni:*w«tr**58w©nr^-aa«sfett*©* 
cat-ray F©ftjfcSrtt«iBft-r«. 

±E0M3)©tt**ffV^ tt»^«*J*569i©Hr^-aeRlCilS 

*1\ u^>F»sfe*i*icfflVJ*i/-fe^-aeKtbTtt, ±iB : tfc*^ 
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t\Z £ Off U 5 £ i^Jb^ BMtf 5MBStg&#£3- KTSDNAflfrtf- 
fcffiVOVZ (nuclear polyhidrosis virus ; N P V)' O^U^KU >^d€- 

SV4 OS^ynTt-^-^ UhP^-fJl/XO^D^:-^- 

CNambi, P. If • ^-^JV • • A*<^D^*Jl- h 'J- (J. B 
iol. Chem.) . 267#, 19555M9559H. 1992*fO \z$im<D^m\z^xrrvZ\t1fi 

vtztfox, *m®<DVti>\tfrjttm\z&^x, *mw<Du±.y?-m&n 

20 hh<\$*0®ft^7?} t £tc\*Z<DMZ'$%-?Z>b<DtVX\t, ^©^(C 
ft o T*g© L ^ -m 6 ft h b < «^©SB#^ ^ H ^ 7c «^<7>irT?& o 
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££*l5ili#©£<i:£^5. M©»Stl/Tlt Potter-ElvehjemS** 
5*Mtf-T«J6£ffL»T:frik 7-U>^yu->^-«U ho> (Kinema 
ticaft® te«fc£«SK jg«fcJ:*«#» 37l/>^;/|/X££TinjELfc#6 

LTffl^enS. fflMffim&im (500rpm~3000r pm) 

•vmm »i#~i o#) a^u ±»*s6«a (isooorp 

m~3 0 0 0 0 r pm) T*ffiS3 0#~2P#TO'frU #£nS£tI!£Blii#<>: 
\ lSBfe^fcO 1 0 3 ~1 O 8 ^ftfel)0*W$b<, 1 0 5 ~1 0 7 #^1r& 

ntisi^©iStt*W"r*aift^ffiH:^-iB^£5&JM*bvi. £c-e, to 

««UfcttWb^«ltl/T«, c 3 hk c i25 n, c i4 o , C 35 S) fc 

25 , W5>, -fePh-X ^7h^X Za-n^fKY, F, 7 

|JX AVTVyvX **5^hS/>, PACAP PACAP2 7. PA 
CAP 3 8) , -fe^U^X ^*=f>> *JW>h~X 7HI///^'JX 
VThX^X GHRH, CRF, ACTH, GRP, PTH, VIP QVJ 
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**^x K-mx wjx 75 ux cgrp e*j;i/v 

h~x;?-XJ U-x^y K^7°xF) , cHnMJiX A>^1^7^^> 
, :/p7n*7*7X7X hn>#*1rX 7f;y>. TKl/T'JX 
>X-/^-77S>J- IL-8, GRO a, GRO0, GROr, NAP 
5 -2, ENA-78, GCP-2, P F 4, IP-10, Mig, PBSF/S 
DF - lfc£©CXCx ; E;*HX+>-77 7SU- ; MCAF/MCP- 1, MC 
P-2, MCP-3, MCP-4, eotaxin, RANTES, MIP-1 
a, MIP-1/3, HCC-1, MIP-3a/LARC, MIP-3j8/EL 
C, 1 -3 0 9, TARC, MIPF-1, MIPF-2/e otaxin-2 
10 , MDC, DC-CK1/PARC, S L C?3.£<DC Cxt;*K >ir77 7 5. U 
- ; 1 ympho t'acVl nft£<DC'7 ; E;*K >ir^7 7$ U— ; f r a c t 
alki ne&£©CX3CyW >^77$ >J-^). ? l>Ht'JX X 

>fp^hu>, tx^sx -a-nxx^x trh, nyvvr^y 

*#U"W'f F, #7^X U , /*X7 7^>i aPA) , Z74>d>> 

i5 >i '-^y^immiiiV 

Wfi-T*. ;ty7 7-i:li pH4~10 (g£L<«pH6~8) ©U>»A 

£ML&vv\^7 7-T&n^vfn^ ! fecl:V>o #M#gftil££-£<£MS 
-ttSgWT, CHAPS, Tween-8 0™(^I-7h77f) , &#h- 
X x**X^ V- Nfc£WiB«tt^7Xfil?it7;l'7*S ^^fV^i:© 
MMeH$A^7 7-»Cjn^5ili:feT#S. $f>^ 7*0^7— tfC«k*U 
25 •fe7 ? *~ ^U#>K©##£$;t.5B«n?PMSF, o-r^7xX E-6 4 ( 

-C#£o 0. 0 lml~l 0ml2>il/t7^-», -£S (5 0 0 0 c pm 
~50 0 000 cpm) CD ( 3 H) , ( 125 IK ( 14 C) , C 35 S) 
»bfctt*fl5^«S*#S-&a. (NSB) £»£fc«6K*iSfiJ 
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, «b<tt^4t:~3 7^CT, *U2 0#~ 2 4 BUB, S*L<tt«3 0£~3 

5 * r t^pl (B) (NSB 
) £3lV>fc#<7>b (B-NSB) «JOcpm*aA*tt*^«**58i»©U 

am p ffliB a c g m p -f y ;> h g >Ki££, WHRim 
MtertseRou >m<b, c-fos ©shs-a;* P H©&T&££(£ji-t5i£i4 

ttif 
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i. vti>mfemtm 

Hanks' Balanced Salt Solution (*7n*fcfi) \z. 0. 0 5 %<D^i^m7)V 
(i^v&iS) £in*.fct>©. 
5 ?U10. 4 5 iim(D7 4 4T;T&#'f 

*58W©l/-fe^-ae«*f831S*fcCHOIIBJ6*, 12J*7l/-Hc5x 
1 0 B fl/ftT«ift U 3 7t, 5 % C O 2 , 9 5 X a 1. r T 2 0 WSLfct) 
10 ©. 

r^is© c 3 h) » c i25 n , c l4 c) , c 3 5 s) ttaymmvtzfcs®. s 

*}g&©ttti©fc©£4 , C&5Wi-2 OtJfcTfciSU IBP#ie:S!l£M«& 
A75b\ DMSO, **/-;M?fcB*Ft*. 

«»ft^d^Ct>©S10 0-10 0 Ofil^fiCllf^ 
2. 

20 ®1 2^a»««ffl^U-hK:T««Ufc*5BW©l/-fe^--ge«5BSCH 
OiM&e. »Jgffl«8ff* 1 m 1 T 2 490M ©iW)£ffi*g»£ 

mOMS&tt&O. 2N NaOH-l%SDSWU 4ml*»f 
>3>*»»^- SfflViTttltfttt*» 
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G&t&mtlEtfimifbtls 7>*#7 t X>X #>^y>, % 

5 o^y^HY, *t?*-fH, 7'JX AVTVy^X **S/h->X PACA 
P (fl. PACAP2 7, PACAP3 8) , -fe^I/^X aOWWX fi)]/=y 
b->* 7HW^5?aUX GHRH, CRF, ACTH, 

GRP, PTH, VIP (A'VT^f^y -f>f7f-ft;P 7>K UH 
f'i/F tf'J^T^h*) x y"7K*>fX K-/UX WJX 7SUX 
10 :77$>*-X C GR P '(*^S/h=>5?->UW-^-f y H^y^H) > o>f 
nHJxX A>^l/7X^^X 7u7s# hDX#*#X 7t 

/ '>>.r 7 K kt_V>r *3*1>*tKt? 7 5 U ~ .(M> I L-8, GRO 
a, GRO/3, GROr, NAP-2, ENA-7 8, GCP-2, PF4, I 
P-10, Mig, PBSF/SDF-ift^OCXCir**^ >*^77 5U 

15 - ; MCAF/MCP- 1, MCP-2, MCP-3, MCP-4, eotax 
in, RANTES, MlP-la, MIP-10, HCC-1, MIP-3o 
/LARC, MIP-30/ELC. 1 -3 0 9, TARC, MIPF-1, M 
I PF-2/eo t ax i n — 2, MDC, DC-CK1/PARC, SLCfc 
^©CC^JH >^7 7 5'J- ; 1 ympho t a c t i n&t'cocy^ 

20 -f >U"^775U- ; f ractalkin eftt'OCX 3 C'T^H >U"^7 
7 5 U -30 , i>Ft'J>. xX^n#7.HJX_t:7^X Xi-Dx> 
XV, TRH, /O^W^'^^'J^^ h\ #^XX iJ*/^7 7^ 

«x>& (lpa) > KysOzSi/yi-vyfflzEtfm^bnZo 

25 Wfcitf/^ctete^M 

±13 (1) ®1Sm\z#\i*T. *%WV>U-t7?-W&mzli?&VX>\!tfW 

sfc»a®SEU-fc^-ses*3- ktsdnasn #$Bw©nr:7"*-geR 
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io -»eii*3-H-r*DNAtt, ft^-cwtt^jswoi/'-fe^-aen©* 

CInt. Immunol. 5 (10), 1239-1249(1993)3 , 70 /"fe:/*- [Gene 171 (2), 2 
95-297(1996)] , *fcttGPR3 1 [Genomics 42 (3). 519-523 (1997)) \Z 7 B. 

15 /«Eaii"Wc, ^29^52 %ss©ffiisitt^«e) e>n§ir^7 uNKKjesi 

25 *5SW©Hi^-S&e*3-HrSDNA (&T> *^BJ0>DNA 

•NA**tt»*^ttl^hn^>r;^^^-, /T/^M^i'^-, 7r; 
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-H-r*DNA*4a^fisifc'BJfr6n*^tt©aft, mrnm. mm, 
**»j^«^*$nfc«H^^&ffl**j#sn*'i: 5 kits 

b?#>K 75lf7:*A©J:3fcS8£*Ri> Hfttt*^' 

tt^Jfl*©«fc5fc^fc£JI'+©«tt*Jt Wttfc2«DJ::3&^*as 
20 ffl«^^^*^»SfcttS8SS^S^£©M«©^0im^oT«-r* £ 

25 d-;w ? #<:*>ftiF»« (0J> #u v;ws- hso™ hco-so) 

±BTO • ?&«3Wtt, MAtf, «8J U BBK 
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5 C©«fc3fcbT$5tt&^tt££Tte«teTfc*©T?, ( 
kK 7yK by* £>\ # 

&ffc«kbnfttt»*^ £pg!4©$£> HK»fc«*tf, sa# (6 0kg 

10 tLX) t*V»Ttt, -BfcO#®0. lmg~100mg, ff*b<tt»l. 
0-5 0mg, «fcD ff* b < ttft 1 . 0 ~ 2 0 m g T*&£. #JKP Wfc'Jft-W* 

^©l.P«##«S#^.v^**^..^ «*^fc£fc«k?Tt> 

Ji&*#t, 09*.tf» a#»©jrc»ia#0!l*.& (6 0kgibT) 

ViTS,' -B\Z-DZm 0.0 1 ~ 3 Omg g& 8F*b < «i&0 . 1 ~ 2 0 mg 

is ' tu& ib#ib<tt»V. "i~i o i^gi& Dfi#t5©*5jfF * 

HSH*5^ lnS4©i^, Sit (6 0kg£bT) 

20 -0l:o't»O. lmg-l&Omg, ff*KS»l. 0~50m 

g, £D£F£b<«i&l. 0~2 0mgT*&3„ IBftPttfcft-rrsJfr&tt, 

mz.\& &.m\<DM~&tmftmz-&. mmm (6 0kg£bx) ic^-m, - 

B\Z-DtmO. 0 1~3 Omggg, $?£b<«®0. l~20mggg, £0 
25 fiP*b<ttttO. l-10mgeft*#IRa»fc«kDK4-r*©*«»«^T»* 

„ &©»«»©«£*>, 6 0kgSfcDK«arbfcs*ts;4-r*Jit*««*. 

(3) 

kk 7yh, fc^S*. 7*, Wfcg) 
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DNAtfcttmRNA®m &fcJ«*3^tt$8«iKT^ RDNASfcttm 

5 *fgw©DNA*fflVi*±E©3tfi?^wftt» WAtf* &»©/-tf>/w:/ 

•J^t-xa^PCR-SSCPS (Genomics) , fg5#, 

8 7 4~8 7 9H (1 9 8 9¥> , 7uis-*J>>fX • • If ■ + 9 sa±fr • 
.7#x5— • *^'Wi>HX- a-x'7x- (Proceedings of the 
National Academy of Sciences of the United States of Aierica) , ^8 6 
10 m, 2 7 6 6~2 7 7 OH (1 9 8 950 ) &£fc*DIOW 

''(4)' *3BW©^^-»e**fctt*0»^^H©*S*«ft:S* 
*fb£«©* * »J 

15 

, (Dn^e»¥iibfcM ! bt<««, (ii) j&ResMMSfcSsns 

*»W©U1r^-aeK*fctt*©»^^r ? ©mRNA*«:ajrr*J:i: 

}c<t^, *»w©n:^-aeK*fett-t©ffl^^H©5sa***ft3-e' 

20 «ft-&«©^^U-n>^ttSfift-r*. 

*369i©Hr^-ae»*fctt-€-©«^A^H©mRNA«©8ll^tt^«: 
tt fc «OT©J: 5 LTfrfc 5 . 

(i) jEHffc^Vili^ft^UfkhUlAft* 5yK •> 

U-^ k7y, 7*, «kDJWfc«»C«8ai£7yh 
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mRNAtt, ii»O*ftlC«J:0«lfi<f^6mRNA*aiaU MAtf, 

TaaManPCRfc V»* 21 1 fc«fc OgftfS E 4M0©¥ftlC«k 

5 (ii) *^^<DU-k7 p ^-S6S ! bb<«^©»^^K^^-r?>7BSfe 

. eK*fctt*©«^^H©mRNA*Ri»lCUT«» jWrf* H 
5. 

10 ®©**l)-->^ 

CD jE»**v»ra*ii^x;p*k>«?L»»fc*fi/T', 'n»i»*v»tt»a«i 

... ^>>^$£ft#jL*-^!*MJ» (3.P»S9~2 4WS9, ff*b<tt3 0#tt . 
~ 1 2 ^^atr. «k D ftp* t < « 1 ISMtt~ 6 ftMffi) <b L < ( 3 0 

^~3 B^/»*L/<ttll^ra^2'B^ ibffSL^ttlWM*^ 4B# 

*-j&i«iMKMi ( 3 o 3 am, ft£v<\ti mrm~ 2 b&, «t r> 

tt-t©»^^^ KOmRNAi^m C tic J; Dfrfc 9 £ 

20 (ii) »HKtft#S»Sfcav>«*rsiRlc*ttft^«*«%*fcS^S^ 
-«WH**« (1B«~7B«* 0F*K«1B«~3B«, «fcDff$Ktt 

2B^-3B^> , tt»Meft*ic**n**5iw©i/'fe^-a&K*fctt* 
#fS!8©;** u-->^i6*»vsT#6n*fl:frtir*fctt-€-©*tt, #fS9! 
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mmmwi, ramex© u >mt. c-fos ©*s&{b, p h©<£t& e 
*{iiii-s»tt*fcttaiiH"r*«ttfef) snas^*^*^ (n) #3B9§© 

Vtttr-W&n&tdiZZrMft^zr?- K©BS**«4>S"fr* H 0, fit 

15 : iu+i'ji'St W^ri^^-fert; : &&&&& iitefe^in;:^' 

flIAtf, fcK T^X, tfU"*, Zf*. V>>. -1*3?, u- 

20 Bfc£**fctt*©*©S«tt, *&r, 

KiOSIIItt**^ «Pfi#©«^, HKttfc* fcUtfcf, (60kgt 
LT) KfcV>*0*, -HCoflDO. l~10 0mg, «F*L<«»1. 0~5 
Omg. «k0»*L<tt»l. 0~20mgtfc5, *«aWfcfi4"tS«'&a 

, ^-© i ft^ra, sw^^iifCckoTfe^s 

, -BldO^^O. 0 1-3 0mggi, |f3;L<tt$jO. l~2 0mggl, 

«&©»$©*§&*>, 6 0kgSfc0tlft»bfc«S#"r5c:i:d«i?frs 

o 



WO 02/02767 



53 



PCT/JPOl/05711 



(5) *mw<Du±7*-m&mtc\$z<Dm^7?} t m®mzmt2-& 

10 So 

15 a," jam ^t^;k $im, ' tiGmiai&ttttHBtizmibzniz 
s . d n e. M fc & w- * ^ nfciBH © sis &e s#f§ s n* £ 

ffiffi**ft^**»*fc^SS*5&^©ffl«©»ffll^fc^TiB^Si: 
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, #-r^->tt#ffi^M (M, #uv;^-h8o™ hco-5 0) 
tt, ±bto • hwh u>Kttmfc m 

tiB^UTt)iv>. wittshfcffiwaittffl^ master >7Mz%mnz>o 

WAtf» kh, tW, I*. CS", -f*. 1t 

T) fc^THu -HfcoSttO. 1~1 0 Omg, ff*U<tt»l. 0~5 0 

*© i ftWft^^fc.koT'bafe*^ 

-BfcO^fi&O. 0 1~3 0mggg, $Fi:b<te#jO. l~2 0mg@g,«k 
DjfiKWO. 1-1 0mgg**IMRa»K:J:Oa4-r*©#fl E «'&T?* 
5. ft©**©*^ 6 0'kgSfcOKJiyfLfcS*S4T«>J:4:*«T#*. 

» (6) *5fiw©Gges*i8SH:^-sesfc»T*u^>i s ©jeaft 
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t©®£ a \zmmo%m& z> cz^mzfto xm^zzt 

OXK%M A J 7 v -fe-f J (*«*L 08ft 4 9 £$&fr) 

©AjTWi A / 7 y J (HMtt, mm 5 4 ^3fiff ) 

5 (7) *»fRcDGaaji*aainr^-»efitu^>Kfc©ii^tt**fl3 

ft 77+h*>K 7-fe5 1 ;^U>» i»ca 2 m so 

is' i»g§as©'j >®te> c - f oso» DH©teT&£*fliirr 

20 « (-) u^>Ht*5fiw©GaeR*aai/-fe^--«eKtoii^***^ 
T&t>i^ *56w», (i) *^©i/t^-ieifet<i^osis7>^ 

^F^fctt*-©^ y#>Ffc*«tt3tffc»*fc (ii) *58!»©Mz:/*- 
25 ge«feL<tt*©ffi#^:/^F3:fctt*©8£, U#>F£«fctfttiMb#'»i: 
£&tt£i*fc^£<h©J£&£frfcp H fcftlWttr* U#> F £*8W© M*7" 
^-MRfe L < tt-£©»#*:7^ H*fctt-t©«a:©j||^tt*3Efl3S-&*iT:^ 

«*fctt-e©*©x^y-->^ft*»tt-r*. 

*5fi9i©X^'J-=>^tt»C*ViTtt, (i) <h (ii) <D®£\Z&tfZ, M 
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£\z&tfz>, uwiLtzvtfyFvmutzfz-w&nmztttzmsmzmfeis 

10 M©IIH#fc8M£i*fc^£i:, liLfc'J«>F*J;I«lft^^l 
^5, *ttbfcy#>F©Wfe*fctt^^ ft 

t\z&? xmmm±\zmm t fc'ijsw© hzt^-s as^ tsstts 

20 - £ £#&£T5 U # > F <t#f£§J!© Ms:/*-£e.R3?£©i|g&tt&g 

;m'J>im, ttrtCa H II. «ftcAMP£fiL ttrtcGMP4^ 

, -iv->h-jm>iig£> tn&m&£ib> »ifirtsaH©u>a^ c-f 
os©sttib, pH©«Tft^*(Eji"r*stt*fctt«ii!a-r*«ttfef) fcS'Jfc 
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**3Bw©DNA**rr«*K«ft#***'r* ^ticcfc^rm^t^ 
ufc*»w©i/*y^--«e»*fc»jtt*«fci^ic*W'*, M:y^-ft^r 

15 **w©n:^-3feK#*«fi6n*ttWtt, Gm&n&'&mu j t7*-7 
if- x h £fc«7 ^-"t. h * u *r 7 v vis. e<dg 

©Gae»*!ssu-fe^-geetu^>Fi:©ie#si!B«f 

v»ntffl&©nr^-aen , bi8fiEi-*fc»fc, i»fc-r*nz:/ 

*38w©th**u-fe^~sa»*fflv»*Jii:fc«fc 

25 ot, -&X*U-^>^©&g#&<ftrK 'J#>F£G£eR#fS:S!H:7 
5. 7^U-->^$n^db^W7ifr:7h^7>^^-7h5ei^ffi 
*»W©^f J-->^ft©**W&BlWSttTfc"r*. 
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t?*oTt)<kW, *58W©M:7*-5aH$£^W1 _ 3i«?L»tt©H«©B 
BKBaTWFBT?**. b*>U 1#fcthA*©BKittA¥^a*TBii^ti: 

io > &rbt>;infcffli8sn*fc©T?»&v>. minis jte^nffr^^DNAs 

E Wtfe ^^©MzT^-gaftS:!- F-r*DNAWfM-«;«^»%a 

ch-r^A'^zLP^-f )V7,\ZW?%W&ft#MV'ifr7s (nuclear polyhedrosis v 
irus ; NP V) ©jJSDaFU yzfu^-?-, S V4 0 ^(D^a*-?-' V 

#&T-fr5 «*t& £iK CNambi, P. if • i>\-&fr • *7 

• rt<1*ui?ti)V'>rS.ZhV- (J. Biol. Chem.) , 267#. 19555- 19559H, 19 
20 924£) fcE*to#ftfc«oTfrfc"5i:£#T£*. 

. "b©£bTtt* ^»©^ftfc«6oTl»BlxfcHr^-a&R* 

BEU-fe^-SeS«*^Wr*IHB©KH»*fflViT>b<kVi. 
25 *BB©^^U-=>^ttte*^T» *BB©Ms:7*-»&JWF*'Mrr 
£flB«flV>SJI& M$^^JI/7;VTtF, *;l^U>fc£TH£fl5b 

*56abfc«3QWB*Vi3^ Rfc±«B£bTWu *BB* tem®, £ 
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^nzmtto^t*^?* MI&<D®W%&tLT\Z, Potter- ElvehjemSbi^E 
v:Mtf-Ti«£l?LaTm 7-U>^U>y-^U ho> (Kinema 
5 tica&§2) ©<fc3W> ^»ck§»> 7l/>^:/UXfc£TinJEbft#e> 

sob zm w x;w> e>ttti$i±^ji«i:(cj:5 Eumvf s n*. ram ©# 

l/TJI^Sn*. (5 0 0 r pm~3 0 0 O r pm) 

TfiBIW (a*, »1^10») B&U ±«f*S6K:Ka (1 5 0 0 0 rp 
10 m~3 O OOOrpm) Tffi$t3 0 £~ 2 fclBBSifr U #6n*flaR*KlB^i 

lmmttK) l o 3 ~ i o 8 ft?^&%<Dm£ u< , 1 o s ~ 1 o 7 ft=r?$>z> 
15 ©wbt&*. 35:*, mmm&£^&mwftmtc?)o)vx>m£m& at 

20 eKH»t, iltfeW>F«lt^ t 

ntH*©stt*wr*aiftita!H:^-aeRB^^««a*bVi. rdt? 

o 

25 S«bfc>Jj{f>HtlyTtt, BBbfcU3tf>h\ B«l/fcU^>H7^n^fls 

a»&awBv»&n*. c 3 h] , c i25 n/c i4 cK c 35 sd 
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zt\z&vu±7j?-mQjMai*mn**. nyyj-\z\t, P H4~io ( 

M£L<£pH6~8) ©U>RAy77-» hUX-^KAy 77-fc£©U 
5 «kV>. CHAPS, Tween-8 0 ra ( 

©^*#M.SB«n?PMSF\ n-fH7^X E-6 4 (^T*? 1 FflBJSBffi) 

, ^^^yfiE^u^j-^mmn^msyt^th-vn^ o.oim 

10 1~1 0ml ©^U-feT^Hgifc (5 0 0 0 c pm-5 0 0 0 0 0 c 

pm) ©**l,fc»J#>F**lOU ITO;:! 0~ 4 M~1 '0- 10 M©tMWb^« 
^AttflftHfc (NSB) *»SfcjftK:^^©5MR»©U^> 

15 ^^7>^it^Tiii§t> M©WAy77-T«»Ufc«, #57. 

>*-Ttrarr*. &ffiT3$g#&vM§£©#<>> h (b 0 ) ^6#&aw&£ 

* (NSB) *5IVifc*!7>h (B 0 -NSB) £ 1 0 0 LfcPt, 

£8 (b-nsb) at, wu* 5 o %&T\zfcztmfc&®&mvimmffij]o 
25 m ram&siu mmw&nw) ym.it. c-fos ©flH*<k p 
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20 *^0j©x^u-n>^^>y howibTtt* &©fc©#we>tt&. 

1. *#U-->^fflt8l 

Hanks' Balanced Salt Solution (^nftSS) 0. 0 5%®^WJI/ 
75 > (S/^ftfi) £JD*.fct>©. 
25 ?L£0. 4 5 tfm©:7-r;i/*-T?8iBKSU 4t:T'&#TS/0\ 

*^^©bir^-geS^^$itfcCHO«<£r, 1 23*71'- Mc5x 
1 0 s {l/ftT?iS8ftU 3 7^ 5%C0 2 , 9 5% a i r*C2BIH«L&*> 
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©„ 

rfrlfc© ( 3 H), C 125 I), C 14 C) , C 3S S) ft£T?W«UfcU3tf>H 

ommz, tofemummim i t'2hi»;£l&«, 4 9 o m i ©aijtffliis^s: 

©io- 3 ~i o- 10 M©tt»fls^»*iR*5'/4 i «»y#>l*S5 
15 m<6ftt>K>\Zl 0- 3 MOU^>HS5^ liOA.T^<o 

»U»>H*0. 2N NaOH-l%SDS«U 4ml0Wy>fl/ 

20 £U Percent Maximum Binding (PMB) £&©S;T?5ic&5o 
PMB= [ (B-NSB) / (B 0 -NSB) ] xlOO 

PMB : Percent Maximum Binding 

B : tt#*ln*fcWP®tt 

NSB : Non-specific Binding 
25 B 0 :ft*iSS£ft 
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»*lCa 2+ » SMS!*) c AM P£riu fljfirtc GMP&J& tV->h-;i/ 
15 *58M©l/t^-SeH«K^*7>^=f=X>»l *5Mi©Ms^- 

u^>Ht*»w©G«e»*ftsw-fe^--«afti:©»^**»ai-r*ft 

20 1-*fc«>©Sfe^MttfeBEii:tT*ffl"e**. 

Ujtf>Ht*»9i©GaeR*ftlll/'fe^-»eRt©»^*Si*^S-&* 
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m%M. kK yyh. T**, Vtt 7*, -f?. 1t 

5 T) IC^TII -BMI<I0. 1-lOOmg, jfJL<tt|5l. 0~50 
mg, *Dff*U<tt»l. 0~2 Omgf^, *»Dfl&K:ifi!4T*«-&tt, 

-BfcoStt.O. 0 1~3 0mgm ff*U<tt^0. l~2 0mgfi«, «fc 
10 D * b < tt» 0 . 1 ~ 1 0 m g gg£ M&tfK <fc 0 ftST * ©«£B£T-& 
So ffiOEMfc©*^' 6 0kg^fct)l:i»bfci^4t^ut^f5. 
( 8 ) *»W©GgBK*Sfflj,^ H fc©jB£tt*gfc 

_ /fc&UfMN 1. J. 

15 *56B0^7*-aaR«±B©'£*D, miWW. flM M 

tttti^: ^frrtneiiir 6 ^o^ii^Bif u*r vjT* af* it s n*. tot,'* 

^^-gB«©*ffi^CHWS^©^l»*J:^/Sfctt?&««!ltbT 
20 fflVi*H^T?**. 
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15 x*/-;» , ^)7)V3-)V w* yu\zv>!fnu-)v. #ux^k>^u 
#^'>ttM»ffi« cC #y v;ws- hi'oX kco- 5 6)" 

20 ±IE» • %*ftm, ISM (09* tf. U ff» 

ma«, kh, 77K <>i7-^ tys;, -r^, u- 
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x) \z&^t&> -uiz-Dgmo. i~ioomg, m£L<\mi. o~so 

5 mg, J;0ffJb<«$>ll. 0~2 0mgTS5. ^iaWCgWi^l 
^© 1 |51gJ^teg#ft£L &ttmtLZ\Z&?Tb&tZZ>tf 

-HfCO^O. 0 1-3 OmggE £F£L<«£jO. l~2 0mg@g, <fc 
't)ff*b<tt»0'. 1-1 Omg6S£»Ka»fc«fc0S#'r *0#lf«^T* 
10 3. ^©ttto©*^ 6 0kgmtcKl\zmn\sfcm$:®L5--r%Z.ttfT'Z5o 

s. 

5©t% ft&&+©;^ 

" * " < i ) *8i©tt#£r*^^ 

mmmz&&\sit%m<ku*7?-m&nm<Dm&*Mj£r%ctz 

(ii) fttt«tfi#±K:^»fttfc*»W©Rff*J;C«»fl2$nfc*3eW© 
20 R<i|ttS^**Vittaitt»fcfi*S-e:fc© , 6, *Jgfcfi#Ut©aiaai©i£tt£ 

iBjrr*iit*i*at"r*****©*i8w©u-fe^-ges^©^«ft&s 
25 m-ztozzt&ft&b^o 

y^D-^tt#fc»1-*»^**) SfflViT*58W©U-fe^-2eR#© 
ttKtt, ^#^-e©t>©^^T i bJ;<, S#WF(ab'),, F 
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mm milt* i^t^-iegi) \zttfaLtzm&. ftmhL<\m#-ttm 

io mm. mytrnm. f&tmazifimKznz. m&m&7tmtvTit. m 
c i25 n , ( 13l n , c 3 h) , c i4 cd te2&m>e>nz. ±mm 

fiftibTte, 7#o-X, f^h7>. -fe^P-^fc 

u-> vT-mzte^T&^mfchttmyHD*; z a-i-)vmmz^m^ 

i* (2&Efc) tz®.. *®4mft±<D%Wim<b%&zmi£tZ>z:t\zJ:r)fcfem 
<P<D*%®<D Vtt$-W&'gM*%M'$Z> - tUfi-C #5. 1 2 
tt2»©JBJttCfTfcoTfc, R|l$K:ff*oT , b«fc^l/ll9ra*'f6UTfTfto 
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^s@ffi^-&$-B:fe©-&, afflt&ft^urr*. v>-rft*>©*B©«s 

25 Efc**te©tt»fc©M«!l!rr5. «««+©ffiB*&«£*>T?*0, '>*©*£ 
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Bs»5 3^ff) , m\*mzm mn&mmk\ (*2js) (e¥*& « 

»5 7#5Sff) , 5iH*»6« r»*ft*SSS6ftJ (3&3JK) (E^SK, BSfn 
6 2 ^%fT) , r> y yX • -f > • i^ty S>- (Methods in ENZYMOLOGY) J 
Vol. 70 (Immunochemical Techniaues (Part A)h Vol. 73 (Immunochemica 
10 1 Techniques (Part B)K PI!t Vol. 74 (Immunochemical TechniQues {Part C)j 
» Pftl Vol. 84 (Immunochemical Techniaues (Part D:Selected Immunoassays)) 
* |5lit Vol. 92 (Immunochemical Techniaues (Part E:Monoclonal Antibodies a 
nd General Immunoassay Methods)) , HflF Vol. 121 (Immunochemical Techniau 
es (Part I :Hybridoma Technology and Monoclonal Antibodies)-) (J*U: r 7 '^r 

15 *v>7'7v7>#mt)i3.E&m o 

©**?£»« Jit K:«toT» *58w©i/-fc^-aeR©*«^fcMa-r* 

20 &«&E©^0r£-r5Jl£;!&<T?£<5. 

jS'4 1 ©*^^©t/-tr^-MeM^©^ffi, ^iHBJiartlc*^§*%^©V"fey 
25 *-£8R©£»©$Hfrfc £©&«> fcgffiT S Jl tlPVt 5o 

(10) »JfiKK*W**56W©l/-fe^-gee*fctt*©«^^H© 

#389§©ia#tt, *^^©n:y^-gast)L<«-e©^^^K^fe« 
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?izt>%*mmt. mutt, 

(ii) *»M©Ui:^-geftt)V<tt*©»^^H*f8S1-%»fWi 

a^-rsciticfcs, mi&miz&tfz*m<Di' j t7*>-m&n&ft*z j £<?)m 

(iv) #fg9§© i/-fc^-aeKt) l < tt*©»»^^ k z^mtzmnm 

^-geH©»fi«^v^afl:-rs c tick o, iMM±©^e«£?»t 
^^iin^s, mii(c*5^?>*^©i/-fe^-Mes^fca j e©^^^ 

«JfiKiS^fc^*ns*56W©l/ii^-SeS*fctt*©fi5^^K©« 
25 *tt*#WK»aKT©«fc 5 LTff ft 5 o 

(i) jE#»S^I4«*t7^*kH6?L»« (0!MLtf» ^Cr*, 5yK 
It**, fcy** 73\ ^-X -Y*, iT-^ftf, £DJ*#ttfcHl5i*5y h 

, mmmtw*. imw^uz) \z#lt. mm wx.\z> fit 
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*^»v^»^©ii§i (mtf, ram m *im£a , * 

#J;U;£, HJ b>X- 1 0 0™, Tween2 O n tz£) f3.Z%m\ Z&Z&bftM 

££tt5Ii#<Z>;r<!:£V>5. UTte, Potter-ElvehjemS!^ 

10 "y±^1f--vmm^WVm-r^m. 7-U>^l^>^-«U hu> (Kinema 

LTfV^nS. iiW^iii (5 0 0 r pm-3 0 0 0 r pm) 

15 x-mmrn m 1 #~ 1 o #> a&u ±ts e>£i6ii (isooorp 

m~3 0 0 0 0 r pm) TM3 0#~2fl#Pi^i>U &*>nz>mi*mmftt 

(ii) xmwfDut^-mmbLKu^vttft^^FzmziTZMnfc 

$-frS<fc£|g©X7 u -X>7*«, 
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~i2izm* <to»^b<tti«M~6B#p» "bi/<»-«»wa (30 

$H£~3B&, ff*t<ttll*WHI^2H«, J:D#£L<«lWrH£'~2 4Pf 

5 ( 3 o 3 b«» » * u < tt i 2 b&, «t 0 » £ 

l < tt 1 2 4 i$ro&) . tMSRfc£»t**»gi© nr 

(ii) ^Sfetil^*^«^^*-r5IS«^b^§^*tcS^S-&, 
-£8M**« (1B«~7B& »SL<« 1B&-3B&, e tO»^L<« 

10 2B&~3B&) » »fiKfc*^**»W©l^-fe^-aeR*fctt"t®»^ 

(iii) lE%&%Wm&±7MEtVm%®®} (WAtf. VOX, K 

15 ty^> -f*. *Dii#ttfi:ttfi*7v 

k mm-?**, mmwwv*, umwxuii) knbx. mm wz.& 

\i, §**hl/*> t«->3^, fcfifc*) -fcftlHMKI 

hi ^-se*©5feft«^vi sjejtft-r * d t \z «k 0 , nM-t 
25 (iv) v-£7*-wm h v < \%*<Dm*7? h ft»»r*»WE 



WO 02/02767 PCT/JP01/0571 1 

73 



Mm, iWCa 2+ « ttftcAMPM, MrtcGMPM <i Jl* 

08*.fcr, fcK £1*-*, fc^i?, 7*, iT- 

25 T) fcfc^THU -0fCIO#i^O. 1~1 0 Omg, 9}%L<\mi. 0~5 0 
rag, £9frlkV<imi. 0-2 0mgT^5, #«PttlClS:-5T*«S'fck 

-Blc:?*#&0. 0 1~3 0mg§^ ff*l/<tt»0. I~2 0mg8«, J: 
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D#£b<tt»0. 1-1 Omgg**lima»fc«fc0«4T*©##*£T& 

*. iom?)S^, 6 0kgSfc0fc«i»bfc**ift4-r*j:^Trir*. 

»M©H:^-geS*fce-€-©»^^H©**3g<bS*Sfl;^*tt» * 

»M©u^^-ge«©«iB^ca»s«a©TO*«j:^/*fcttJ&««i 

10 tt^»**58W©l/*^-»eR©*tt^lcHaT*«Jft© : FI»*a;^ 

15 imeiNri/iisiiioiiitini, ^;iw»^siti©i7*i 

20 £*>©T&5. 

\m, Xx7U>RT^*5/tfA©«k3fc»JJHW, *>a«t, %m$.fc\tty*i) 
25 >©«fc3fctfl**k ^-5>K 7#^/tf*fctt^xy-©cfc5fc#i*agfc 

$ 6 fc«ill&© «fc o 1tWm/&&%t* C £#T£S. aat©fc©©fcSfW»» 
tta»ffl7k©«k5J5:^k^;i/»f©ett««, SBJfttltu «mili&£©J:3&3&&* 

Uitt«iiiife^*»»*fctta»sit4^^©ffl«©«ffl**caoTffi^r*i: 
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hu^A^a fc&wnv>sn, isfc^MSt 7;m-^ (#y. 

5 , #-ft>liWtlJ (flU #'J7;i^-b8 0™ HCO-5 0) 

sfc, is^Ri • Mx.«> mmn wx\& y 
^©.fc^fcLTftsnsaja^^-pffiSttT***©^ ( 

15 M^H kk 7»;K m tyx 7>> f-x -f 5t v -ti* 

fc«fcDHHtt**d*» «□»#©«#, HRWfcHAtf, Sit (60kgtt 
T) fc^TKJu -BlC3$»0. l~100mg, JSFSb<t4»l. 0-50 
20 mg, J;0ff*b<tt»l. 0-2 OmgT**. #ftP»fcjg#"r*Jli'&«, 

, «*.tf, a»?W0»T»aa»«i^«» m# (6 0kgttT) tfc^-m, 

-B\Z-Ot®0. 0 1~3 0mgigg, ft£L<\$®0. l~2 0mgigg, «fc 

(12) *fgw©i/-fe^-sen, ^©^^^H^fe«-ene©^*t 
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mm. rtj-frzi u ymm. »ca 2 m «ftcAMP«> raft 
5 cgmpm -fy->H-^u>we^ »jfimfix». «rties©u> 
®<b, c - f o s ©*§tt{t> pH©fiTO£*fia-r*»tt*fc»Miwr*istt 

(i 3) *5gM©GseH*«an:^-sass3--H-r*DNAs^rr 
io siiti©^ 

'#fggi©DNA*JSVvr, #38'8©U'fe':/*--a&H$£5Eg'r5 h7>7v 
K V}*, VD-ir. tW* Vis, '"4** &<!: (OT 

, wtttKE-rs*^**) wmtftizifi* mz, tw, aw?* 

15 T&S. 

' *»w© d ■ 'S a itiiwi® ktMS&z icifco TttrSb n a simmms-? 

, ^ntffi(^WilfVi»%A*©*^^©DNA^®jtl*T'^?i$-&-5^§ffl 
20 :/n*-*-©raK:ii££bfc®fc^3>Xh^h£, 08*.tf, ^-!J-^S»W 

SfWP«IBg!BIK:*»t**5SM©DNA©te^tt, #*»ft©B£IBIl&£J:tf 
ftfiBJfc©£T 5 «fc "5 fcfcft 3 D N Ate^©^^^©^^^ 

*©K*aiJB*«ki«*:»jB©^Tfc*56w© u-ty^-se ws^rrs £ 
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5 e>£, B»DNA*«wr«itac!>»ft*5aB-r*j:tte:«ko, ^Aief^fi 

CtKiJ:DT^T©^a^KDNA*#r«J:5K:IBfi«f^r*;:a:*iT?#*. 

*56woDNA*«fe»snfc»«tt, *mw<Du-t7?-m&nmns%m2 

10 * if-X h ©X ? u - - y#j% (DWMIs. E t bTGMX&Zo 

15 *^Bj©i/-fe^f-MeM^^-r^m^©m*wm^ 
«»c*«Bji*ia»^6©«ifi©ttfiB*ws«rr*i:tOT€f*. ^©m 

20 %%mt$m- z z. t fepi^T*^ a. 

UPAC-IUB Commission on Biochemical Nomenclature lc«k&B&#&<E> 

M$%mftmizm%mmw*?\z&-3<h<D?&K>, ^©mstibts. ££7 

25 £T5, 

DNA : 7***5/ U#tWi 

cDNA : «*tt7***S/U#«» 

A . : 7t-> 

T : 
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G 


: ?7-> 


c 


: -> V : s> 


RNA 


: U*fr&& 


mRNA 




d ATP 

VJ. Xi. X X 




HTTP 

V-l XXX 




dGTP 


: x^+S/^T 7 S/>HU> 


dCTP 




ATP 

X*. X X 


• 7x y 2/>- U >M 

• J S S ✓ — -/ ox. 


EDTA 




SD S 




G 1 v 


• jfiJS/> 


A 1 a 


" 7^7 > 


V a 1 


' >> t U > 


T P 11 

L C u 


• 1— 1 1 ✓ ✓ 


I 1 e 




Ser 


• * — J s 


T h r 

X XX 1 


• vtl/d — > 


C v s 




Me t 


: ^^^~> 


G 1 u 




As D 


: 7X/t73 t >I? 


L y s 


: U >>> 


A r g 


. ./ — ✓ 


H i s 


: tX3^> 


Phe 


: 7i-;V77-> 


Ty r 


: ?DS/> 


Tr p 


: HJ7>77> 


Pro 


: ya U > 
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Asn : 7T./17*> 

Gin :#)V?S.> 

pGlu :fc!Dy;i^5>« 

Me : 

5 E t : X^;|/g 

B u : 7?n& 

Ph : 7x-;UK 

TC :^7*/l)5»-4 (R) -*^#*t5Hi 
10 T<5o 

Tos : p-b;H>7)V7*-;i/ 

cho : 

Bzl : 0 ; J)V 

Cl 2 Bzl : 2, 6-^ap^>^;V 

15 Bom :^y ; Jm^y^)V 

z : ^>vju^->*;^n;i. 

C 1 - Z : 2-i?DO^>i;M+y*;i'» 

• Br-Z : 2-7n*1>i?)lttist})V#~)l> 

Boc : t-7h*i/lJ)Vtf-)V 

20 DNP :^-bD7x/-;V 

T r t : h<J^;l/ 

Bum : t-Zf V )V 

Fmo c : N- 9 -7)V*V~)\>* bIr'stDVtf—fr 

HOB t : l-kHP*^>XHU7»/-^ 

25 HOOBt : 3, 4-vt(^D-3-t 

1, 2, 3-^>Vh'J7v> 

HONB : 1-fc KP*5'-W;W*/l'*>-2, 8-5>#;MS*W ^ F 

D C C : N, N'-yy^ □M^WWWSSM' $ p 
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: 1 

*»W©t hft*»«GgeR*fiS!^-fe^--geRTGRl 3©75y» 
5 I2^J#^ : 2 

*%w<Dt b&mmGw&nmmu j t'7*-m&nTGR 1 3 h*-r 

3 cDNAOMEJiJ^t. 
OT©£M0! 1 fcfctf * P C RKf&T^l VtcJy't V- 1 cD^SSB^J^^-r 

10 . 

123*J3Mt : 4 

BITF®***! 1 fcfctf* P C RR^-effiffi Lfc7^T 2 (attSE^SrST 

o 

E2!l#*t : 5 

15 &T©2SKfll 2 Kfctta /-tf >#*T*efl£ffi Lfc7ti--:/©8£E5te3£-r. 

RT©HJS^J 1 Tft&nfcJgRfc&flcxS/x U fc7 • □ U (Escherichia col i 
) D H 5 a/ p T 7 B 1 u e (R) -TGR13I1 I->i'Jt7-3U (Esch 
erichia coli) DH 5 a/pTB 2 1 1 7 <i:©^T% 2 0 0 0^ ffUl 2^ 
20 ) 7 /§ 1 7 B ^ < tfrUm 1-1-1 tffeil 6 tt^ff A&AjnSl 

W»^W^f^tt4*»lfi-fe>^-fc»l£#^FERM BP-7228£LT 
, 2 0 0 0^(^12^) 7^4B^^^«^KTU^jllE+H*BT2-l 7 
- 8 5 (S50!#^5 3 2-8 6 8 6) ©BtBi&A • fSSW^f ( I FO) fc«S6 
#f IFO 1 645 0tl/T*K$nTV»S. 

25 

?u-->!f (Molecular cloning) fcEffcSnwWiSKftofc. 
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mmm 1 t bmmm^Gm&m^m^^-mm^- kt* c d 

t MJItt Marathon-Ready cDNA (CL0NTECH&) 2ffl©7*5-f 
5 T^-T^-l (B*J#*: 3) $>&Zf77-C?-2 (E8»* : 4) £E 

V>TPCR£&£frofc. «RfcfcfcttaR««©t&&tt±IBc DNA 5 jn 1£ 
.fcfflfcbTffiJBU Pfu Turbo DNA polymerase (STRATAGENEft) Uli> 7? 
-fv-l (I3J|J«: 3) (IBW##: 4) £M 5/*M, 

dNTPs^2 00/iM, *«k^B3!lfc*^©;ty7 7-*5/i 5 0m 

10 1 (DfflttLtZ. PCR£&tt, 9 5*C • 1£©», 9 5V • 1 0#, 6 5*C • 
3 0#, 7 2'XZ • ift<DV4 5mkQMLBLWz7 2V • l'0#©#g 

£fS£frofco «PCRRjfc®»*» ExTaq (^IBJ6) *JI^T3*JUC7 
y=>*&ttiStffc«K:, DNA Ligation Kit Ver.2 (iiffifi) ©M^rt^7°7 
X$h f ^^-pT7Blue (R) (Novagentt) ^1J-^P-->^tfco 
15 £n£*JIffiDH5 atlXU' c DNA$JtO^D->$r7>t!'>>J>^tJ 

"'"iTb C feo ' © ^ a - y omn zmti iitm& mm gm 

Jt£TGRl 3£ift£Lfc. (Escherichia coli) DH 

20 5 a/pT7Blue (R) -TGR13t^lfc. ^7X5KpT7Blu 
e (R) -TGR1 3£pTB2 1 1 7 tlTTS 
TGR1 3©**tt^Py MH£Blfc*T. 

nmW 2 TGR 1 3 ©t hJB«lK:*Jt**S*«k^-€'©»»«Fiitt©ttW 
25 ;-f»WfCI^5yD-m OT©g^-e#fc 8 fc httffiflMBAttbra 
thon Ready cDNA Library ( CLONTECH ft )#&$&nfcTGR 1 3©ORF£ 
ffl^T, WiXho I tSma I 9m\Z& Q®V fcB£*l3 3 5 9bp©cD 
NAgffjt (EWt : 5) 
E*>1##: 5t£^UfccDNAIIrfr£7*P-7*<hLTffl<^ Multiple Tissue 
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Northern Blots (CLONTECH) > Multiple Tissue Northern Blots II (CLONTECH) 
, RtfMultiple Tissue Northern Blots III (CLONTECH) fctfbT/vfr/U^-f 
X?ZZt\z£K>, TGR13 mRNA*S8©aMM#Htt***fbfc (H3) 
. H3K:«'r«fc» %)2. 4kb£$5kb0 2o©mRNA#&aj2tU ®2 
5 . 4kb©TGRl 3©mRNA»*mft»a»K:56SUTVi*i:t^2Wofc. 

10 H DNA, RNA*«fctf-€-n&®Sf»#) tt» ®U^>h* (7zf~X 

oWc H 7 y ^xif-f >©&B6, &&¥*m\z*\&*'?a'-'7+? CRzfy^ 



« 
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1. @B^J#^: lT^$nS75y^@B^Ji:^- ! tb<«^W^-©75 

5 

5. DNAT&3st^4fBm®#U2#l/:t^b\ 

F. 

8. m^mTmm^m^^^-rm^m^rzmnmmWo 

^-g&g^fiK-&b«?)5^<>:^^i:r^W^lia«©G^eK*^^ 

20 10. «^lf2«CDG^eM*1SSU-fe^-ge® ! fct<tt^«3|Bm 

1 1. »^«lEm©G^SS^i!l/-fe^-geM©>'^;P^^© 

12. sS#«l 0f2«c©^^^UT^^^^ o 
25 13. »»l|2llcOG^eS*^l/-fey^-Me® : bb<«lf^3f2m 
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1 5. m^mimm<DGm&n^mu±^-m&n^h<\tmm3mm 

5 ©8B#^7^ H £fcte^©&£/B V>S £ t ZftWitTZ U#> H 1 Etc 

£fcte^©&©**u-^>^m 

17. if i e*©GaeR*fianr^-«e« , fe t < tmxm 3ib« 
©sb#^75p k £ <t tr * u^> h t&am 1 e 

1 8. m&mi 6mm<DZ2v-->tfjj&£tc\zm#m 7E*©x*u- 

is 19. 1 6 e®©x ? u -=>^»*fctti»#a 1 7 e®©t. * u - 
^^-aeR^fctt^oiaioiis^ttsjcfls^**^**^^*©^*^ 

2 0 . ffc&g 4 fBfc©# U * £ Utf?- H t/W X h U >>>x > h&&#T"eA 

20 ^u^-fX-rs^u^i/^K. 

2 1. »*S4l3*©#'J?^^^Fa:**IW&16iiBW*fctt-€-©-SR* 
-£WLT&£# 'J 2 * K. 

2 2. »^4E«©*'J^^^5 1 K*^^©-^^fflV^2:i:^#mi: 
T-5^«liBm©GH^K*|SSkir^-geK©mRNA©»m 
25 2 3. 0E*©tt#*fflV^SJlt*»«i:TSfll#9|lE«©Gae 

2 4. lft$£2 2*fctt»*52 3Ett©3t&!FSSfflV>*c:t*#ai'r* 

ism 1 E«©Gses*i6ain:^-©atB*JHa-r6fiia©»»f^j*. 

2 5. HM2 2E«©JEfi*ffi*ffiVi*c:i:S#fSt"r*ll*glE«©G 
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5 n©x^u-->^s. 

2 7. ff#S2 5E«©X^U-=>^fe*ffl^Tff6tl"5*ll*aiB« 
2 8. H««2 6E©©X^U-->^fe^fflViT#^ne»5^W{C*3^ 

10 "?"©fio 

2 9. fit#JH2 5IB«©^^U-->^*fe*fflViT#&n , 5^»*!gllB* 
©GgeR*gS^'t^-Saa©56SS*3EfcS'&*ft;^»*fctt-€-©*& 

3 0 . i«92 6E«©X^'J-->^fe^ffl^T#e»npS«Htw^^ 

15 ags#«i i3«©Gse»^SMv^^-?^ss$^$#sfl:^^fc« 

4©£*£"#L"Cfc*B*. 

3 1 . M2:fc«5fe614£&©TO • 19,29 *&tt 3 

0£fi©E%. 

3 2. HlAft«lfc»bT, 6IB«©^^U-=>«t6*fctt»*3g 
20 1 7BM<DZirV-->#R*yh&M\t*TftZMZV#>\ t tm&Xl&m 
©GSe«*fiffll/t^-g&H*fc«*©1fii©jS^tt*S5ftS«flS'&« 

3 3. Pjt&ft^fcttbT, »*«2 5IB«©^^iJ-=>if*S*fflV>TII6 
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3 5 . mm£r£\t&fc&&&<D?m • mmMzw&tzrzibomim i 6 tern 

©x ^ u > ens sMt&B i im®Gman#'&m u-t ? 

io 37. mm£tz\mfc&m&<Dm • &:M£§^T5fcae>©§f 2 6 Em 
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SEQUENCE LISTING 



<110> Takeda Chemical Industries, Ltd. 



<120> Novel G Protein-Coupled Receptor Protein and its DNA 

<130> P2001-154PCT 

<150> JP 2000-206860 
<151> 2000-07-04 
<150> JP 2000-235274 
<151> 2000-07-31 

<160> 5 

<210> 1 
<211> 346 
<212> PRT 
<213> Human 



<400> 1 

Met Tyr Asn Gly Ser Cys Cys Arg lie Glu Gly Asp Thr He Ser Gin 

5 10 15 

Val Met Pro Pro Leu Leu He Val Ala Phe Val Leu Gly Ala Leu Gly 

20 25 30 

Asn Gly Val Ala Leu Cys Gly Phe Cys Phe His Met Lys Thr Trp Lys 

35 40 45 

Pro Ser Thr Val Tyr Leu Phe Asn Leu Ala Val Ala Asp Phe Leu Leu 
50 55 60 
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Met He Cys Leu Pro Phe Arg Thr Asp Tyr Tyr Leu Arg Arg Arg His 
65 70 75 80 

Trp Ala Phe Gly Asp He Pro Cys Arg Val Gly Leu Phe Thr Leu Ala 

85 90 95 

Met Asn Arg Ala Gly Ser He Val Phe Leu Thr Val Val Ala Ala Asp 

100 105 110 

Arg Tyr Phe Lys Val Val His Pro His His Ala Val Asn Thr He Ser 

115 120 125 

Thr Arg Val Ala Ala Gly He Val Cys Thr Leu Trp Ala Leu Val He 

130 135 140 

Leu Gly Thr Val Tyr Leu Leu Leu Glu Asn His Leu Cys Val Gin Glu 
145 150 155 160 

Thr Ala Val Ser Cys Glu Ser Phe He Met Glu Ser Ala Asn Gly Trp 

165 170 175 

His Asp He Met Phe Gin Leu Glu Phe Phe Met Pro Leu Gly He He 

180 " 185 190 

Leu Phe Cys Ser Phe Lys He Val Trp Ser Leu Arg Arg Arg Gin Gin 

195 200 205 

Leu Ala Arg Gin Ala Arg Met Lys Lys Ala Thr Arg Phe He Met Val 

210 215 220 

Val Ala He Val Phe He Thr Cys Tyr Leu Pro Ser Val Ser Ala Arg 
225 230 235 240 

Leu Tyr Phe Leu Trp Thr Val Pro Ser Ser Ala Cys Asp Pro Ser Val 

245 250 255 

His Gly Ala Leu His lie Thr Leu Ser Phe Thr Tyr Met Asn Ser Met 

260 265 270 

Leu Asp Pro Leu Val Tyr Tyr Phe Ser Ser Pro Ser Phe Pro Lys Phe 

275 280 285 

Tyr Asn Lys Leu Lys lie Cys Ser Leu Lys Pro Lys Gin Pro Gly His 
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290 295 300 

Ser Lys Thr Gin Arg Pro Glu Glu Met Pro He Ser Asn Leu Gly Arg 
305 310 315 320 

Arg Ser Cys He Ser Val Ala Asn Ser Phe Gin Ser Gin Ser Asp Gly 

325 330 335 

Gin Trp Asp Pro His He Val Glu Trp His 
340 345 



<210> 2 
<211> 1038 
<212> DNA 
<213> Human 



<400> 2 



atgtacaacg 


ggtcgtgctg 


ccgcatcgag 


ggggacacca 


tctcccaggt 


gatgccgccg 


60 


ctgctcattg 


tggcctttgt 


gctgggcgca 


ctaggcaatg 


gggtcgccct 


gtgtggtttc 


120 


tgcttccaca 


tgaagacctg 


gaagcccagc 


actgtttacc 


ttttcaattt 


ggccgtggct 


180 


gatttcctcc 


ttatgatctg 


cctgcctttt 


cggacagact 


attacctcag 


acgtagacac 


240 


tgggcttttg 


gggacattcc 


ctgccgagtg 


gggctcttca 


cgttggccat 


gaacagggcc 


300 


gggagcatcg 


tgttccttac 


ggtggtggct 


gcggacaggt 


atttcaaagt 


ggtccacccc 


360 


caccacgcgg 


tgaacactat 


ctccacccgg 


gtggcggctg 


gcatcgtctg 


caccctgtgg 


420 


gccctggtca 


tcctgggaac 


agtgtatctt 


ttgctggaga 


accatctctg 


cgtgcaagag 


480 


acggccgtct 


cctgtgagag 


cttcatcatg 


gagtcggcca 


atggctggca 


tgacatcatg 


540 


ttccagctgg 


agttctttat 


gcccctcggc 


atcatcttat 


tttgctcctt 


caagattgtt 


600 


tggagcctga 


ggcggaggca 


gcagctggcc 


agacaggctc 


ggatgaagaa 


ggcgacccgg 


660 


ttcatcatgg 


tggtggcaat 


tgtgttcatc 


acatgctacc 


tgcccagcgt 


gtctgctaga 


720 


ctctatttcc 


tctggacggt 


gccctcgagt 


gcctgcgatc 


cctctgtcca 


tggggccctg 


780 


cacataaccc 


tcagcttcac 


ctacatgaac 


agcatgctgg 


atcccctggt 


gtattatttt 


840 


tcaagcccct 


cctttcccaa 


attctacaac 


aagctcaaaa 


tctgcagtct 


gaaacccaag 


900 
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cagccaggac actcaaaaac acaaaggccg gaagagatgc caatttcgaa cctcggtcgc 960 
aggagttgca tcagtgtggc aaatagtttc caaagccagt ctgatgggca atgggatccc 1020 
cacattgttg agtggcac 1038 

<210> 3 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify DNA encoding TGR13 
<400> 3 

ctcccagagg caggcggctt gtgagac 27 

<210> 4 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify DNA encoding TGR13 
<400> 4 

caaagccccc gaccccttag cacgagtt 28 

* 

<210> 5 
<211> 359 
<212> DNA 
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<213> Human 
<400> 5 

gggtggcggc tggcatcgtc tgcaccctgt gggccctggt catcctggga acagtgtatc 60 

ttttgctgga gaaccatctc tgcgtgcaag agacggccgt ctcctgtgag agcttcatca 120 

tggagtcggc caatggctgg catgacatca tgttccagct ggagt tcttt atgcccctcg 180 

gcatcatctt attttgctcc ttcaagattg tttggagcct gaggcggagg cagcagctgg 240 

ccagacaggc tcggatgaag aaggcgaccc ggttcatcat ggtggtggca attgtgttca 300 

tcacatgcta cctgcccagc gtgtctgcta gactctattt cctctggacg gtgccctcg 359 
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